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(57) Abstract: Compounds having activity as selective inhibitors of JNK are disclosed. 
The compounds of this invention are indazole derivatives having the following structure: (I), 
(!) wherein Ri, R 2 and A are as defined herein. Such compounds have utility in the treatment of 
a wide range of conditions that are responsive to JNK inhibition. Thus, methods of treating 
such conditions are also disclosed, as are pharmaceutical compositions containing one or 
more compounds of the above compounds. 
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INDAZOLE DERIVATIVES AS INK INHIBITORS AND 
COMPOSITIONS AND METHODS RELATED THERETO 

This application claims the benefit of U.S. Provisional Application No. 60/221,799, 
filed July 31, 2000. 

1. FIELD OF THE INVENTION 
This invention is generally directed to indazole derivatives useful as Jun N- 
terminal kinase (JNK) inhibitors, compositions comprising the indazole derivatives and 
methods for their use. 

2. BACKGROUND OF THE INVENTION 
The Jun N-terminal kinase (JNK) pathway is activated by exposure of cells to 
environmental stress or by treatment of cells with pro-inflammatory cytokines. Targets of 
the JNK pathway include the transcription factors c-jun and ATF2 (Whi'tmarsh A.J., and 
Davis RJ. J. Mol. Med. 74:589-607, 1996). These transcription factors are members of the 
basic leucine zipper (bZIP) group that bind as homo- and hetero-dimeric complexes to AP-1 
and AP-1 -like sites in the promoters of many genes (Karin M., Liu Z.G. and Zandi E. Curr. 
Opin. Cell Biol 9:240-246, 1997). JNK binds to the N-terminal region of c-jun and ATF-2 
and phosphorylates two sites within the activation domain of each transcription factor (Hibi 
M., Lin A., Smeal T„ Minden A., Karin M. Genes Dev. 7:2135-2148, 1993; Mohit A.A., 
Martin M.H., and Miller C.A. Neuron 14:67-75, 1995). Three JNK enzymes have been 
identified as products of distinct genes (Hibi et al, supra; Mohit et al., supra). Ten different 
isoforms of JNK have been identified. These represent alternatively spliced forms of three 
different genes: JNK1, JNK2 and JNK3. JNK1 and 2 are ubiquitously expressed in human 
tissues, whereas JNK3 is selectively expressed in the brain, heart and testis (Dong C, Yang 
D., Wysk M., Whitmarsh A., Davis R., Flavell R. Science 270:1-4, 1998). Gene transcripts 
are alternatively spliced to produce four-JNKl isoforms, four-JNK2 isoforms and two-JNK3 
isoforms. JNK1 and 2 are expressed widely in mammalian tissues, whereas JNK3 is 
expressed almost exclusively in the brain. Selectivity of JNK signaling is achieved via 
specific interactions of JNK pathway components and by use of scaffold proteins that 
selectively bind multiple components of the signaling cascade. JIP-1 (JNK-interacting 
protein- 1) selectively binds the MAPK module, MLK - JNKK2 - JNK. It has no binding 
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affinity for a variety of other MAPK cascade enzymes. Different scaffold proteins are likely 
to exist for other MAPK signaling cascades to preserve substrate specificity. 

JNKs are activated by dual phosphorylation on Thr-183 and Tyr-1 85. 
JNKK1 (also known as MKK 4) and JNKK2 (MKK7), two MAPKK level enzymes, can 

5 mediate JNK activation in cells (Lin A., Minden A., Martinetto H., Claret F.-Z., Lange- 
Carter C, Mercurio F., Johnson G.L., and Karin M. Science 268:286-289, 1995; Tournier 
C, Whitmarsh AJ., Cavanagh J., Barrett T., and Davis R J. Proc. Nat. Acad. Scu USA 
94:7337-7342, 1997). JNKK2 specifically phosphorylates JNK, whereas JNKK1 can also 
phosphorylate and activate p38. Both JNKK1 and JNKK2 are widely expressed in 

10 mammalian tissues. JNKK1 and JNKK2 are activated by the MAPKKK enzymes, MEKK1 
and 2 (Lange-Carter C.A., Pleiman CM., Gardner A.M., Blumer K. J., and Johnson G.L. 
Science 260:315-319, 1993; Yan M., Dai J.C., Deak J.C., Kyriakis J.M., Zon L.L, Woodgett 
J.R., and Templeton D.J. Nature 372:798-781, 1994). Both MEKK1 and MEKK2 are 
widely expressed in mammalian tissues. 

1 5 Activation of the JNK pathway has been documented in a number of disease 

settings, providing the rationale for targeting this pathway for drug discovery. In addition, 
molecular genetic approaches have validated the pathogenic role of this pathway in several 
diseases. For example, autoimmune and inflammatory diseases arise from the over-activation 
of the immune system. Activated immune cells express many genes encoding inflammatory 

20 molecules, including cytokines, growth factors, cell surface receptors, cell adhesion 
molecules and degradative enzymes. Many of these genes are regulated by the JNK 
pathway, through activation of the transcription factors AP-1 and ATF-2, including TNFcc, 
IL-2, E-selectin and matrix metalloproteinases such as collagenase-1 (Manning A.M. and 
Mercurio F. Exp. Opin Invest. Drugs 6: 555-567, 1997). Monocytes, tissue macrophages 

25 and tissue mast cells are key sources of TNFcc production. The JMC pathway regulates 

TNFcc production in bacterial lipopolysaccharide-stimulated macrophages, and in mast cells 
stimulated through the FceRII receptor (Swantek J.L., Cobb M.H., Geppert T.D. Mol Cell 
Biol 17:6274-6282, 1997; Ishizuka T., TeredaN., Gerwins P., Hamelmann E., Oshiba A., 
Fanger G.R., Johnson G.L., and Gelfland E.W. Proc. Nat Acad. Set USA 94:6358-6363, 

30 1997). Inhibition of JNK activation effectively modulates TNFcc secretion from these cells. 
The JNK pathway therefore regulates production of this key pro-inflammatory cytokine. 
Matrix metalloproteinases (MMPs) promote cartilage and bone erosion in rheumatoid 
arthritis, and generalized tissue destruction in other autoimmune diseases. Inducible 
expression of MMPs, including MMP-3 and MMP-9, type II and IV collagenases, are 

35 regulated via activation of the JNK pathway and AP-1 (Gum R., Wang EL, Lengyel E., 

-2- 
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Juarez J., and Boyd D). Oncogene 14:1481-1493, 1997). In human rheumatoid 
synoviocytes activated with TNFa, IL-1, or Fas ligand the JNK pathway is activated (Han 
Z., Boyle D.L., Aupperle K.R., Bennett B., Manning A.M., Firestein G.S. J. Phamx. Exp. 
Therap. 291 :l-7, 1999; Okamoto K., Fujisawa K., Hasunuma T., Kobata T., Sumida T., and 

5 Nishioka K. Arth & Rheum 40: 919-26, 1997). Inhibition of JNK activation results in 
decreased AP-1 activation and collagenase-1 expression (Han et al., supra). The JNK 
pathway therefore regulates MMP expression in cells involved in rheumatoid arthritis. 

Inappropriate activation of T lymphocytes initiates and perpetuates many 
autoimmune diseases, including asthma, inflammatory bowel disease and multiple sclerosis. 

10 The JNK pathway is activated in T cells by antigen stimulation and CD28 receptor co- 
stimulation and regulates production of the growth factor IL-2 and cellular proliferation (Su 
B., Jacinto E., Hibi M., Kallunki T., Karin M., Ben-Neriah Y. Cell 77:727-736, 1994; Faris 
M., Kokot N., Lee L., and Nel A.E. J. Biol. Chem. 271:27366-27373, 1996). Peripheral 
T cells from mice genetically deficient in JNKK1 show decreased proliferation and IL-2 

15 production after CD28 co-stimulation and PMA / Ca2+ ionophore activation, providing 
important validation for the role of the JNK pathway in these cells (Nishina H., Bachmann 
M., Oliveria-dos-Santos A.J., et al. J. Exp. Med. 186: 941-953, 1997). It is known that 
T cells activated by antigen receptor stimulation in the absence of accessory cell-derived co- 
stimulatory signals lose the capacity to synthesize IL-2, a state called clonal anergy. This is 

20 an important process by which auto-reactive T cell populations are eliminated from the 
peripheral circulation. Of note, anergic T cells fail to activate the JNK pathway in response 
to CD3- and CD28-receptor co-stimulation, even though expression of the JNK enzymes is 
unchanged (Li W., Whaley CD., Mondino A., and Mueller D.L. Science 271: 1272-1276, 
1996). Recently, the examination of JNK-deficient mice revealed that the JNK pathway 

25 plays a key role in T cell activation and differentiation to T helper 1 and 2 cell types. JNK1 
or JNK2 knockout mice develop normally and are phenotypically unremarkable. Activated 
naive CD4+ T cells from these mice fail to produce IL-2 and do not proliferate well 
(Sabapathy, K, Hu, Y, Kallunki, T, Schreiber, M, David, J-P, Jochum, W, Wagner, E, Karin, 
M. Curr Biol 9:1 16-125, 1999). It is possible to induce T cell differentiation in T cells from 

30 these mice, generating Thl cells (producers of IFN-g and TNFp) and Th2 effector cells 
(producers of EL-4, IL-5, IL-6, IL-10 and IL-13). Deletion of either JNK1 or JNK2 in mice 
resulted in a selective defect in the ability of Thl effector cells to express IFNg. This 
suggests that JNK1 and JNK2 do not have redundant functions in T cells and that they play 
different roles in the control of cell growth, differentiation and death. The JNK pathway 

35 therefore, is an important point for regulation of T cell responses to antigen. 

-3- 
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Cardiovascular disease ("CVD") accounts for nearly one quarter of total 
annual deaths worldwide. Vascular disorders such as atherosclerosis and restenosis result 
from dysregulated growth of the vessel wall, restricting blood flow to vital organs. The JNK 
pathway is activ ated by atherogenic stimuli and regulates local cytokine and growrth factor 

5 production in vascular cells (Yang DD, Conze D, Whitmarsh AJ, et al, Immunity, 9:575, 
1998). In addition, alterations in blood flow, hemodynamic forces and blood volume lead to 
JNK activation in vascular endothelium, leading to AP-1 activation and pro-atherosclerotic 
gene expression (Aspenstrom P., LindbergU., and Hall A. Curr. Biol 6:10-17, 1996). 
Ischemia and ischemia coupled with reperfusion in the heart, kidney or brain result in cell 

10 death and scar formation, which can ultimately lead to congestive heart failure, renal failure 
or cerebral dysfunction. In organ transplantation, reperfusion of previously ischemic donor 
organs results in acute leukocyte-mediated tissue injury and delay of graft function. The 
JNK pathway is activated by ischemia and reperfusion (Li Y., Shyy J., Li S., LeeJ., Su B., 
Karin M., Chien S Mol Cell Biol 16:5947-5954, 1996), leading to the activation of JNK- 

15 responsive genes and leukocyte-mediated tissue damage. In a number of different settings 
JNK activation can be either pro- or anti-apoptotic. JNK activation is correlated with 
enhanced apoptosis in cardiac tissues following ischemia and reperfusion (Pombo CM, 
Bonventre JV, Avruch J, Woodgett JR, Kyriakis J.M, Force T. J. Biol Chem. 269:26546- 
26551, 1994). 

20 Cancer is characterized by uncontrolled growth, proliferation and migration., 

of cells. Cancer is the second leading cause of death with 500,000 deaths and an estimated . 
1.3 million new cases in the United States in 1996. The role of signal transduction pathways 
contributing to cell transformation and cancer is a generally accepted concept. The JNK 
pathway leading to AP-1 appears to play a critical role in cancer. Expression of c-jun is 

25 altered in early lung cancer and may mediate growth factor signaling in non-small cell lung 
cancer (Yin T., Sandhu G., Wolfgang CD., Burrier A., Webb R.L., Rigel D.F. Hai T., and 
Whelan J. J. Biol Chem, 272:19943-19950, 1997). Indeed, over-expression of c-jun in cells 
results in transformation, and blocking c-jun activity inhibits MCF-7 colony formation 
(Szabo E., Riffe M., Steinberg S.M., Birrer M.J., Linnoila R.I. Cancer Res. 56:305-315, 

30 1996). DNA-damaging agents, ionizing radiation and tumor necrosis factor activate the JNK 
pathway. In addition to regulating c-jun production and activity, JNK activation can regulate 
phosphorylation of p53, and thus can modulate cell cycle progression (Chen T.K., Smith 
L.M., Gebhardt D.K., Birrer M.J., Brown P.H. Mol Carcinogenesis 15:215-226, 1996). 
The oncogene BCR-Abl, associated with t(9,22) Philadelphia chromosome translocation of 

35 chronic myelogenous leukemia, activates JNK and leads to transformation of hematopoietic 
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cells (Milne D.M., Campbell L.E., Campbell D.G., Meek D.W. J. Biol. Chem. 270:551 1- 
5518, 1995). Selective inhibition of JNK activation by a naturally occurring JNK inhibitory 
protein, called JIP- 1, blocks cellular transformation caused by BCR-Abl expression (Raitano 
A.B., Halpern J.R., Hambuch T.M., Sawyers C.L. Proc. Nat. Acad. Sci USA 92:11746- 
1 1750, 1995). Thus, JNK inhibitors may block transformation and tumor cell growth. 

In general, the class of compounds known as "indazoles" is well known. 
More specifically, an "indazole" is a compound containing a fused, bicyclic ring system 
having the following structure: 




Compounds of the above structure are typically referred to as "l#-indazole" due to the 
15 presence of the hydrogen atom at the 1 -position. 

EP Patent Application 0 494 774 Al discloses compounds of the following 

structure: 



N 

l 

R 3 



25 for use as agonists of the 5-hydroxytryptamine (5-HT) receptors. Such receptors exhibit 

selective vasoconstrictor activity, and the agonists of this published application are purported 
to have utility in the treatment of migraine, cluster headache, chronic paraxysmal hemicrania 
and headaches associated with vascular disorders. lH-indazoles have also been made for 
synthetic and mechanistic studies, and as intermediates in the synthesis of other potential 

30 therapeutics. For example, the following references disclose 3-phenyl-5-methyl-lH-indazole: 
Pharmazie 54(2):99-\0\ y 1999; Dopov. Akad. Nauk Ukr. &126-31, 1994; Pokl. Akad. 
Nauk SSSR 505(^:1378-81, 1989; Yakugaku Zasshi 106(1 1J.1002-7, 1986 (also reports 5- 
Ph-3-CHO derivative); Yakugaku Zasshi 1 06(1 1): 995- 1001, 1986; Heterocycles 
24(1 0):2771-5, 1986; IP 60/004184; JP 60/004185; EP 23633; J. Org. Chem. 43(10), 2037- 

35 41 , 1 978 (also reports 3-(4-Me-Ph)-5-Me derivative); JP 60/004824; JP 59/036627; 
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US 3,994,890; JP 58/030313; JP 60/003063. Additional 3-phenyl indazoles with the 
indicated 5-substituents are disclosed in the following references: EP 55450 (CHO); U.S. 
5,760,028 and WO 97/23480 (C0 2 Et; also disclose 3-C=CPh-5-C0 2 Et derivative); DE 
1266763 and Justus Liebigs Ann. Chem. 697:17-41, 1966 (OMe). EP 470039 discloses the 

> 3-(4-fluorophenyl)-5-trifluoromethyl indazole, and Heterocycles (36(11) :24S9-95, 1993) 
discloses the 3-(6,7-dimethoxyisoquinolin- 1 -yl)-5-hydroxy derivative. 

Accordingly, there is a need in the art for selective inhibitors of JNK. In 
addition, there is a need for pharmaceutical compositions comprising one or more inhibitors, 
as well as for methods for treating conditions in animals which are responsive to such 

10 inhibitors. The present invention fulfills these needs, and provides further related advantages. 

3. SUMMARY OF THE INVENTION 
In brief, the present invention is directed to novel compounds having activity 
as selective inhibitors of JNK, and to compositions and methods related thereto. 
1 5 The novel compounds of the present invention may generally be classified as 

"indazole derivatives" having the following structure (I): 



H 



20 




(I) 

4 

wherein A, Rj and R 2 are as defined below, including isomers, prodrugs and pharmaceutically 

25 acceptable salts thereof. 

The present invention is also directed to methods for treating a variety of 
conditions by administering an effective amount of a compound of structure (I) to an animal 
or subject in need thereof (referred to herein as a "patient"), typically a warm-blooded animal 
(including a human). Prior to administration, one or more compounds of this invention are 

30 typically formulated as a pharmaceutical composition which contains an effective dosage 
amount of one or more of such compounds in combination with one (or more) 
pharmaceutically acceptable carrier(s). Conditions that may be treated by the compounds of 
this invention, or a pharmaceutical composition containing the same, include any condition 
which may benefit from administration of JNK inhibitors, and are particularly useful for the 

3 5 prevention and/or treatment of various diseases including (but not limited to) rheumatoid 

-6- 



_0210137A2_L> 



WO02/MU.P 



PC 17US01/23890 



arthritis; rheumatoid spondylitis; osteoarthritis; gout; asthma, bronchitis; allergic rhinitis; 

chronic obstructive pulmonary disease; cystic fibrosis; inflammatory bowel disease; 

irritable bowel syndrome; mucous colitis; ulcerative colitis; Crohn's disease; Huntington's 

disease; gastritis; esophagitis; hepatitis; pancreatitis; nephritis; multiple sclerosis; lupus 
5 erythematosus; Type II diabetes; atherosclerosis; restenosis following angioplasty; left 

ventricular hypertrophy; myocardial infarction; stroke; ischemic damages of heart, lung, 

gut, kidney, liver, pancreas, spleen and brain; acute or chronic organ transplant rejection; 

preservation of the organ for transplantation; graft versus host disease; endotoxin shock; 

multiple organ failure; psoriasis; bum from exposure to fire, chemicals or radiation; 
10 eczema; dermatitis; skin graft; ischemia; ischemic conditions associated with surgery or 

traumatic injur>'; epilepsy; Alzheimer's disease; Parkinson's disease; immunological 

response to bacterial or viral infection; cachexia; angiogenic and proliferative dieseases; 

solid tumor; and cancers of a variety of tissues such as colon, rectum, prostate, Irver, lung, 

bronchus, pancreas, brain, head, neck, stomach, skin, kidney, cervix, blood, larynx, 
15 esophagus, mouth, pharynx, urinary bladder, ovary or uterine. 

The compounds described herein could also be useful as an adjunct to 

existing and/or experimental therapies. 

These and other aspects of this invention will be evident upon reference to 

the following detailed description. To that end, certain patent and other documents are cited 
20 herein to more specifically set forth various aspects of this invention. Each of these 

documents are hereby incorporated by reference in their entirety. 

4. DETAILED DESCRIPTION OF THE INVENTION 
As mentioned above, the present invention is directed to novel compounds 
25 which have activity as selective inhibitors of JNK. This invention is also directed to 
compositions and methods relating to the same. 

The compounds of this invention have the following structure (I): 



30 




(D 

35 including isomers, prodrugs and pharmaceutically acceptable salts thereof, 
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wherein: 

A is a direct bond, -(CH 2 ) a -, -(CH 2 )^CH=CH(CH 2 ) C -, or -(CH^C^CCCH^-; 
R, is aryl, heteroaryl or heterocycle fused to phenyl, each being optionally substituted 
with one to four substituents independently selected from R 3 ; 
I R 2 is -R 3 , -R 4 , -(CH 2 ),C(=0)R 5 , -(CH 2 ),C(=0)OR 5 , -(CH^CeONR^, 

-(CH 2 ),C(=0)NR 5 (CH 2 ) c C(=0)R 6 , -(CH^^CCO)^, 
-(CH 2 ) 6 NR 5 C( := 0)NR 6 R 7 , ^CH^NR^, -(CH 2 ),OR 5 , 
-(CH^SO^ or -(CH 2 ),S0 2 NR 5 R« ; 
a is 1, 2, 3, 4, 5 or 6; 

0 b and c are the same or different and at each occurrence independently selected from 

0, 1,2, 3 or 4; 
d is at each occurrence 0, 1 or 2; 

R 3 is at each occurrence independently halogen, hydroxy, carboxy, alkyl, alkoxy, 

haloalkyl, acyloxy, thioalkyl, sulfinylalkyl, sulfonylalkyl, hydroxyalkyl, aryl, 
1 5 substituted aryl, arylalkyl, substituted arylalkyl, heterocycle, substituted 

heterocycle, heterocycloalkyl, substituted heterocyclealkyl, -C(=0)OR g , 

-OC(=0)R 8 , -C(=0)NR 8 R 9 , -C(=0)NR 8 OR 9 , -SC^NRgR,, -NRgSC^R,, -CN, 

-N0 2 , -NR 8 R 9 , -NR 8 C(=0)R9, -NR^OXCH^^, -NR^C^CCH,)^, 

-0(CH 2 ) fr NR 8 R 9 , or heterocycle fused to phenyl; 
-0 R 4 is alkyl, aryl, arylalkyl, heterocycle or heterocycloalkyl, each being optionally 

substituted with one to four substituents independently selected from R 3 , or 

R 4 is halogen or hydroxy; 
Rj, R$ and R 7 are the same or different and at each occurrence independently 

hydrogen, alkyl, aryl, arylalkyl, heterocycle or heterocycloalkyl, wherein each 
-5 of R 5 , R 6 and R 7 are optionally substituted with one to four substituents 

independently selected from R 3 ; and 
R s and are the same or different and at each occurrence independently hydrogen, 

alkyl, aryl, arylalkyl, heterocycle, or heterocycloalkyl, or R 8 and R 9 taken 

together with the atom or atoms to which they are bonded form a 
30 heterocycle, wherein each of R 8 , R^ and R 8 and R$ taken together to form a 

heterocycle are optionally substituted with one to four substituents 

independently selected from R 3 ; 
with the proviso that: 

when A is a direct bond and R, is phenyl, 
35 R 2 is not methyl, methoxy, C(=0)CH 3 or C(=0)H; 
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when A is a direct bond and R, is 4-Me-phenyl, 

R 2 is not methyl; 
when A is a direct bond and R, is 4-F-phenyl, 
R 2 is not trifluoromethyl; 
5 when A is a direct bond or -C = C- and R, is phenyl, 

R 2 isnot-COOEt;and 
when A is a direct bond and Ri is 6,7-dimethoxyisoquinolin-l-yl, 
R 2 is not hydroxy. 

In one embodiment, -A-R, is phenyl, optionally substituted with one to four 
10 substituents independently selected from halogen, alkoxy, -NR 8 C(=0)R9, -C(=0)NR 8 R<„ 
and -OCCH^jNRgR,, wherein b is 2 or 3 and wherein R 8 and R, are denned above. 

In another embodiment, R 2 is -R 4 , -(CH 2 ) 6 C(=0)Rs, -(CH^C^COORj, 
-(CH 2 ) 6 C(=0)NR5R 6 , -(CH^CC^ONRjCCHACC^Re, -(CH^^C^R* - 
-(CH^^NRjCC^N^R,, -(CH^NRsR,, -(OH^OR* -(CH^SO^ or -(CH^SC^MMk 
1 5 and b is an integer ranging from 0-4 

In another embodiment, R 2 is -(OT^C^O^R* -(CH^^C^R* 
3-triazolyl or 5-tetrazolyl, wherein b is 0 and wherein R 8 and R, are defined above. 

In a preferred embodiment, R 2 is 3-triazolyl or 5-tetrazolyl. 
In another preferred embodiment: 
20 (a) -A-R, is phenyl, optionally substituted with one to four substituents 

independently selected from halogen, alkoxy, -NR 8 C(=0)R9, -C(=0)NRgR9, 
and -OCCH^frNRgR,, wherein b is 2 or 3; and 

(b) R 2 is -(CH 2 ) 6 C(=0)NR 5 R 6 , -(CH^NRsCeOR*, 3-triazolyl or 5- 
tetrazolyl, wherein b is 0 and wherein R 8 and R<> are defined above. 
25 In a more preferred embodiment: 

(a) -A-R, is phenyl, optionally substituted with one to four substituents 
independently selected from halogen, alkoxy, -NR 8 C(=0)R,, -C(=0)NR 8 R 9 , 

and -OCCH^i^SIRgR,, wherein & is 2 or 3; and 

(b) R 2 is 3-triazolyl or 5-tetrazolyl. 

30 In another preferred embodiment, R 2 is R 4 , and R 4 is 3-triazolyl, optionally 

substituted at its 5-position with: 

(a) a C,-C 4 straight or branched chain alkyl group optionally substituted 

with a hydroxyl, methylamino, dimethylamino or 1-pyrroUdinyl group; or 

(b) a 2-pyrroUdinyl group. 

35 

-9- 
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In a more preferred embodiment, R 2 is R 4 , and R 4 is methyl, n-propyl, 
isopropyl, 1-hydroxyethyl, 3-hydroxypropyl, methylaminomethyl, dimethylaminomethyl, 1- 
(dimethylamino)ethyl, 1-pyrrolidinylmethyl or 2-pyrrolidinyl. 

As used herein, the terms used above having following meaning. 

> "Alkyl" means a straight chain or branched, saturated or unsaturated alkyl, 

cyclic or non-cyclic hydrocarbon having from 1 to 10 carbon atoms. Representative 
saturated straight chain alkyls include methyl, ethyl, n-propyl, n-butyl, n-pentyl, n-hexyl, and 
the like; while saturated branched alkyls include isopropyl, sec-butyl, isobutyl, tert-butyl, 
isopentyl, and the like. Unsaturated alkyls contain at least one double or triple bond between 

10 adjacent carbon atoms (also referred to as an "alkenyl" or "alkynyl", respectively). 

Representative straight chain and branched alkenyls include ethylenyl, propylenyl, 1-butenyl, 
2-butenyl, isobutylenyl, 1-pentenyl, 2-pentenyl, 3-methyl- 1-butenyl, 2-methyl-2-butenyl, 2,3- 
dimethyl-2-butenyl, and the like; while representative straight chain and branched alkynyls 
include acetylenyl, propynyl, 1-butynyl, 2-butynyl, 1-pentynyl, 2-pentynyl, 3-methyl-l 

1 5 butynyl, and the like. Representative saturated cyclic alkyls include cyclopropyl, cyclobutyl, 
cyclopentyl, cyclohexyl, and the like; while unsaturated cyclic alkyls include cyclopentenyl 
and cyclohexenyl, and the like. Cycloalkyls are also referred to herein as "carbocyclic" rings 
systems, and include bi- and tri-cyclic ring systems having from 8 to 14 carbon atoms such as 
a cycloalkyl (such as cyclopentane or cyclohexane) fused to one or more aromatic (such as 

20 phenyl) or non-aromatic (such as cyclohexane) carbocyclic rings. r 

"Halogen" means fluorine, chlorine, bromine or iodine. 
"Keto" means a carbonyl group (7.e.,C=0). 

"Aryl" means an aromatic carbocyclic moiety such as phenyl or naphthyl. 

"Acyloxy means an -OC(0)alkyl group, wherein "alkyl" is defined above. 
25 "Arylalkyl" means an alkyl having at least one alkyl hydrogen atom replaced 

with an aryl moiety, such as benzyl, -(CH^henyl, -(CH 2 ) 3 phenyl, -CH(phenyl) 2 , and the 
like. 

"Heteroaryl" means an aromatic heterocycle ring of 5- to 10 members and 
having at least one heteroatom selected from nitrogen, oxygen and sulfur, and containing at 
30 least 1 carbon atom, including both mono- and bicyclic ring systems. Representative 
heteroaryls are triazolyl, tetrazolyl, oxadiazolyl, pyridyl, furyl, benzofuranyl, thiophenyl, 
benzothiophenyl, quinolinyl, pyrrolyl, indolyl, oxazolyl, benzoxazolyl, imidazolyl, 
benzimidazolyl, thiazolyl, benzothiazolyl, isoxazolyl, pyrazolyl, isothiazolyl, pyridazinyl, 
pyrimidinyl, pyrazinyl, triazinyl, cinnolinyl, phthalazinyl, and quinazolinyl. 

35 

-10- 

0210137A2_I_> 



WO 02/10137 PC7/U SO 1/23890 

"Heteroarylalkyl" means an alkyl having at least one alkyl hydrogen atom 
replaced with a heteroaryl moiety, such as -CH 2 pyridinyl, -CHjyrimidinyl, and the like. 

"Heterocycle" means a heterocyclic ring containing from 5 to 10 ring atoms 
"Heterocycle" means a 5- to 7-membered monocyclic, or 7- to 10-membered 
5 tricyclic, heterocyclic ring which is either saturated, unsaturated, or aromatic, and which 
contains from 1 to 4 heteroatoms independently selected from nitrogen, oxygen and sulfur, 
and wherein the nitrogen and sulfur heteroatoms may be optionally oxidized, and the 
nitrogen heteroatom may be optionally quaternized, including bicyclic rings in which any of 
the above heterocycles are fused to a benzene ring. The heterocycle may be attached via any 
10 heteroatom or carbon atom. Heterocycles include heteroaryls as defined above. Thus, in 
addition to the heteroaryls listed above, heterocycles also include morpholinyl, 
pyrrolidinonyl, pyrrolidinyl, piperidinyl, hydantoinyl, valerolactamyl, oxiranyl, oxetanyl, 
tetrahydrofuranyl, tetrahydropyranyl, tetrahydropyridinyl, tetrahydroprimidinyl, * 
tetrahydrothiophenyl, tetrahydrothiopyranyl, tetrahydropyrimidinyl, tetrahydrothiophenyl, 

15 tetrahydrothiopyranyl, and the like. 

"Heterocycloalkyl" means an alkyl having at least one alkyl hydrogen atom 
replaced with a heterocycle, such as -CH 2 morpholinyl, and the like. 

The term "substituted" as used herein means any of the above groups (i.e., 
aryl, arylalkyl, heterocycle and heterocycloalkyl) wherein at least one hydrogen atom is 

20 replaced with a substituent. In the case of a keto substituent, two hydrogen atoms are 

replaced. Substituents include halogen, hydroxyl, alkyl, substituted alkyl (such as haloalkyl, 
mono- or di-substituted aminoalkyl, alkyloxyalkyl, and the like), aryl, substituted aryl, 
arylalkyl, substituted arylalkyl, heterocycle, substituted heterocycle, heterocycloalkyl, 
substituted heterocycloalkyl, -NRJR* -N^CHW* -NRJZi^NF^, -NRS:(=0)OR b 

25 -NR.SOjRfc, -OR., -Q-OR. C(=0)OR3 -C^NR^, -00(0^, -OC^COOR,, 

-OC(=0)NEl a R b , -NR a S0 2 R b , or a radical of the formula -Y-Z-R,, where Y is alkanediyl, 
substituted alkanediyl, or a direct bond, Z is -O-, -S-, -N(R 5 )-, -C(=0)-, -C(=0)0-, 
-OC(=0)-, -N(R b )C(=0)-, -C(K>)N(Rb)- or a direct bond, wherein R* and are the same 
or different and independently hydrogen, amino, alkyl, substituted alkyl (including 

30 halogenated alkyl), aryl, substituted aryl, arylalkyl, substituted arylalkyl, heterocycle, 

substituted heterocycle, heterocylealkyl or substituted heterocycloalkyl, or wherein Rg and Rfe 
taken together with the nitrogen atom to which they are attached form a heterocycle or 

substituted heterocycle. 

"Haloalkyl" means alkyl having one or more hydrogen atoms replaced with 

35 halogen, such as -CF 3 . 
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"Hydroxyalkyl" means alkyl having one or more hydrogen atoms replaced 
with hydroxy, such as -CH 2 OH 

"Sulfonylalkyl" means -S0 2 -(alkyl), wherein "alkyl" is defined above; 
"Sulfinylalkyl" means -SO-(alkyl), wherein "alkyl" is defined above; 
"Thioalky" means -S-(alkyl), wherein "alkyl" is defined above; 
'Carboxyl" means -COOH. 

*Alkoxy" means -O-(alkyl), wherein "alkyl" is defined above. 
In one embodiment, compounds of this invention have structure (II) when A 
is a direct bond, and have structure (HI) when A is -(CH 2 ) a -: 



£« 



!0 





(CH 2 ) a -R 1 



15 



(H) 



(m) 



In other embodiments, compounds of this invention have structure (TV) when 
A is a -(CH 2 ) 6 CH=CH(CH 2 ) C -, and have structure (V) when A is -(CH 2 ) A CsC(CH 2 ) c -: 



20 



25 




(CH 2 )/,CH=CH(CH) C -R 1 
(TV) 




(CH 2 )bCI-B3H(CH2)c-Ri 
(V) 



30 



In further embodiments of this invention, R, is aryl or substituted aryl, such as 
phenyl or substituted phenyl as represented by the following structure (VI): 



35 
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H 



5 




(VI) 

10 In another embodiment, R 2 is -(CH^^^SIR^C^O^. In one aspect of this 

embodiment, b =0 and compounds of this invention have the following structure (VH): 



H 



15 




(vn) 

Representative R 2 groups of this invention include alkyl (such as methyl and ethyl), 

20 halo (such as chloro and fluoro), haloalkyl (such as trifluoromethyl), hydroxy, alkoxy (such 
as methoxy and ethoxy), amino, arylalkyloxy (such as benzyloxy), mono- or di-alkylamine 
(such as -NHCH 3 , -N(CH 3 ) 2 and -NHCH 2 CH 3 ), -NH0(=O)R 4 wherein R 6 is a substituted or 
unsubstituted phenyl or heteroaryl (such as phenyl or heteroaryl substituted with hydroxy, 
carboxy, amino, alkylester, alkoxy, alkyl, aryl, haloalkyl, halo, -CONH 2 and -CONH alkyl), - 

25 NH(heteroarylalkyl) (such as -NHCH 2 (3-pyridyl), -NHCH 2 (4-pyridyl), heteroaryl (such as 
pyrazolo, triazolo and tetrazolo), -C(=0)NHR$ wherein R$ is hydrogen, alkyl, or as defined 
above (such as -0(=O)NH 2 , -C(=O)NH0H 3 , -C(=0)NH(H-carboxyphenyl), - 
C(==0)N(CH 3 ) 2 ), arylalkenyl (such as phenylvinyl, 3-nitrophenylvinyl, 4-carboxyphenylvinyl), 
heteroarylalkenyl (such as 2-pyridylvinyl, 4-pyridylvinyl). 

30 Representative R 3 groups include halogen (such as chloro and fluoro), alkyl 

(such as methyl, ethyl and isopropyl), haloalkyl (such as trifluoromethyl), hydroxy, alkoxy 
(such as methoxy, ethoxy, n-propyloxy and isobutyloxy), amino, mono- or di-alkylamino 
(such as dimethylamine), aryl (such as phenyl), carboxy, nitro, cyano, sulfinylalkyl (such as 
methylsulfinyl), sulfonylalkyl (such as methylsulfonyl), sulfonamidoalkyl (such as 

35 -NHS0 2 CH 3 ), -NRgC^OXCH^OR, (such as -NHC(=0)CH 2 OCH 3 ), NHC(=0)R> (such as 

i 
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-NHC(=0)CH 3 , -NHC(=0)CH 2 C 6 H 5 , -NHC(=0)(2-furanyl)), and -©(CH^^NRgR, (such as 
-0(CH 2 ) 2 N(CH 3 ) 2 ). 

The compounds of this invention may generally he made by organic synthesis 
techniques known to those skilled in the art, as well as by the following general techniques 
5 and by the procedures set forth in the Examples. To that end, the compounds of this 

invention may be made according to the following Reaction Schemes 1 through 7 (it should 
be noted that, in the following reaction schemes, hydrogen atoms are sometimes not depicted 
and one skilled in organic chemistry would appreciate such accepted shorthand notation):. 

10 



15 



20 



25 



30 
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Reaction Scheme 1 




10 



15 



1.X- 



2.+PG 





l.+R 2 , -G 



2.-PG 





A— Ri 



+A-R, 
-X 



1. cyclization 

2. +PG 



In Reaction Scheme 1, indazoles of this invention may be prepared by techniques well known 
20 to those skilled in the art of organic synthesis. Starting from an appropriately 5-substituted 
indazole, the 3-position may be activated for substitution by use of a suitable dihalogen (X 2 ). 
If necessary, a protecting group is then added to the nitrogen at the 1 -position (N-l) to give 
I. The halogen may be displaced by an appropriately activated A-Rj moiety to give 2; see, 
e.g., Reaction Schemes 2 and 5. Alternatively, an appropriately substituted phenyl ketone 
25 may be cyclized to give indazole 2 see, e.g., Reaction Schemes 3 and 4. The G moiety may 
then be left unchanged, displaced or transformed into the desired R 2 ; see, e.g., Reaction 
Schemes 3 through 6. Deprotection of N-l gives indazoles of structure (I). 



30 
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1. X] 



2.+PG 




(TO 




(CH2)— R1 



(V)whenb=0 





1. R r B(OH)2 
Pd(0) cat. 



2.-PG 



1. R r (CH2) c -C=C-H 
Pd(0) cat. 



2.-PG 



1. Rj-CCH^-CHKH-BCO^ 
Pd(0) cat. 



2.-PG 



(CH2)— R1 



(TV) whenb=0 



[R] 




(C^a-R! 



(m) when a=2-6 
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Reaction Scheme 2 illustrates synthetic sequences that yield compounds 
containing various A moieties. Suitable starting materials are commercially available 
indazoles with the desired R 2 or may be readily prepared, e.g., as in Reaction Schemes 5 and 
6. Hie starting indazole is halogenated at the 3-position with a suitable reagent, e.g., Br 2 . It 
5 is then protected at N-l with any suitable nitrogen protecting group to give 3. Suitable- 
protecting groups include but are not limited to acetyl, methoxyethoxymethyl and 
tetrahydropyranyl. Indazoles, wherein A is a direct bond, may be produced from 3 by 
displacement of the halogen with an appropriately activated R, moiety. For example, in the 
presence of a suitable Pd(0) or Pd(II) catalyst, R r boronic acids may be coupled via a Suzuki 
10 reaction to give, after deprotection, compound (II). Analogously, compounds (IV) and (V) 
may be prepared from suitable alkene and alkyne precursors in the presence of an 
appropriate Pd(0) catalyst. The cis isomer of indazole (TV) may also be prepared by partial 
reduction of (V) by, e.g., hydrogenation over BaS0 4 that has been treated with quinohne. 
Compound QE) may be prepared from (TV) via reduction, e.g., with hydrogen m the 
15 presence of Pd-C. 
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(VI) when A=direct bond 




l.i)HN0 2 
ii) Lewis acid 
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Reaction Scheme 3 illustrates several syntheses of compound (VI) wherein R, 
is depicted as a substituted phenyl group for purposes of illustration only. In Scheme 3 A, a 
phenyl ketone, appropriately substituted at Y and R 2 , serves as the starting material. When Y 
is an amino group, the starting material may be cyclized by exposure, first to HN0 2 and then 
5 to a reducing agent, such as SnCl 2 , to give compound (VT). Alternatively, when Y is a 
leaving group such as halogen (e.g., F or CI), heating the phenyl ketone in the presence of 
hydrazine effects cyclization to indazole (VI). 

In Scheme 3B, halogenated indazole 3 may be coupled with a suitable 
substituted phenyl moiety and deprotected to give compound (VI), wherein A is a direct 
1 0 bond. By way of example, a phenyl boronic acid substituted with 0-4 R 3 groups will react 
with a protected 3-bromo-lH-indazole in the presence of a Pd(H) catalyst to yield 
compound (VI). 

Scheme 3C illustrates an alternative synthesis of compound (VT) from the 
5-halo-phenyl ketone; this route allows introduction of R 2 groups later in the sequence. 

15 4-Bromo-aniline is acylated with a suitably activated A-R, moiety, heated in the presence of 
an appropriate Lewis acid such as ZnCl 2 . For example, a suitably activated A-R, group is an 
acid halide such as carbonyl chloride. The resulting ketone 4 is cyclized as in Scheme 3A, 
and protected with appropriate groups at the N-l position as in Scheme 2. The R 2 group 
may be introduced via a Pd-catalyzed coupling as in Scheme 2, and the protecting group 

20 removed to yield compound (VI). 
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Reaction Scheme 4 
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The synthesis of the embodiment wherein R 2 is an amino carbonyl-containing 
group is shown by Reaction Scheme 4. In analogy to Scheme 3 A, a suitably substituted 4- 
nitro-phenyl ketone may be cyclized, depending on Y, by exposure either to hydrazine or to 
HN0 2 and a reducing agent. After protection of N-l , the nitro-group may be reduced by, 
5 e.g., hydrogenation over Pd-C, to give 7. The resulting amine may optionally be substituted 
with R 4 , by, e.g., reductive amination, using procedures well known to one skilled in the art 
of organic synthesis. Compound 8 is acylated with a suitable activated carbonyl moiety and 
deprotected to give compound (VII). Alternatively, 7 may be hydrolyzed to the 5-hydroxy 
compound, 9. 
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Reaction Scheme 5 



H 2 N 
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25 

Reaction Scheme 5 illustrates a synthetic route for the further embodiment of 
(I) wherein R 2 is a carboxamide. Commercially available 5-amino-lH-indazole is substituted 
with cyanide at the 5-position to give 10 by treatment with HN0 2 , followed, after 
neutralization to ca. pH 7, by treatment with a cyanide source, e.g., a mixture of CuCn and 

30 NaCN. Nitrile 10 may be activated at the 3-position, protected at N-l and subsequently 
substituted with an appropriate A-R, moiety according to procedures of Scheme 2. The 
resulting compound, 12, may be hydrolyzed in aqueous acid to give carboxylate 13 . 
Activation of 13 by a suitable method, followed by treatment with R 5 R 4 NH and deprotection 
gives the carboxamide, 14. Suitable activation methods include but are not limited to 1) 

35 conversion of the carboxylate to an acyl halide (e.g., chloride) and coupling in the presence 
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of pyridine or a related base; and 2) use of a coupling agent suitable for amide bond 
formation (e.g., dicyclohexylcarbodiimide). 
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Reaction Scheme 6 
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Reaction Scheme 6 illustrates the additional embodiment wherein R2 is a five- 
membered heterocyclic substituent. In Scheme 6A, nitrile 12 is deprotected at N-l and 
converted to the tetrazole 15 by use of an electrophilic azide source (e.g., a trialkyl tin such 
as (Bu) 3 SnN 3 ). Nitrile 12 may also be converted to the unsubstituted triazole 17 in four 

5 steps. The nitrile is first transformed to the carboxamide by exposure to aqueous base under 
oxidizing conditions (e.g., NaOH and HjOj). The N-l protecting group is removed to give 
intermediate 16. The carboxamide is heated with DMF acetal and subsequently treated with 
hydrazine under acidic conditions to give the desired triazole. 

Scheme 6B illustrates the synthesis of imidazole and substituted triazole 

1 0 derivatives at R 2 . Nitrile 12 is deprotected and converted to the imidate or thioimidate by 
heating in the appropriate alcohol or thiol under acidic conditions to give 18. Subsequent 
exposure to l-aimno-2,2-dimethoxyethane and gentle heating effects formation of imidazole 
19. Alternatively, heating 18 with alkyl, aryl or heterocyclic hydrazides under basic 
conditions (e.g., in presence of a tertiary organoamine such as triethylamine) results in 

15 production of 3-substituted triazole 20. 

Pyrazole derivatives may be synthesized according to Scheme 6C. Nitrile 12 
may be deprotected at N-l to give starting material 21 . Treatment of the latter nitrile with a 
suitable organometallic agent, e.g., methyl lithium, yields a methyl ketone intermediate. 
Subsequent treatment by heating with DMF acetal followed by exposure to hydrazine gives " 

20 pyrazole 22. 

Scheme 7 depicts alternative routes to 5-triazole derivatives of lH-indazoles. 
In scheme 7A nitrile 11 is converted to triazole 23 under conditions similar to those 
employed in Scheme 6B. A suitable protecting group, e.g., trityl, is incorporated onto the 
free triazole nitrogen to give 24. A-R, is then added to position-3 by a boronic acid or other 
25 suitable derivative. Finally, the triazole protecting group is removed under, e.g., acidic 
conditions, to give indazole 17. 

In Scheme 7B, starting material 25 is prepared by activation of 13 as, e.g., an 
acid halide such as chloride. Subsequent reaction with a protected hydrazide followed by 
removal of protecting groups yields hydrazide 26. Byway of example, when PG = acetyl and 
30 PG 2 = t-butyl-oxycarbonyl, the protecting groups are removed by sequential treatment with 
ammonia followed by acid, e.g., HC1. Indazole 26 is treated with an appropriate imidate to 
give 27 and converted to triazole 20 by heating in a polar solvent, e.g., DMF. 
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Scheme 7 
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Pharmaceutically acceptable salts of compounds of structure (I) are also 
within the scope of this invention. To this end, the compound may generally be utilized as 
the free base. Alternatively, the compounds may be used in the form of acid addition salts. 
Acid addition salts of the free base amino compounds of the present invention maybe 

5 prepared by methods well known in the art, and may be formed from organic and inorganic 
acids. Suitable organic acids include maleic, fumaric, benzoic, ascorbic, succinic, 
methanesulfonic, acetic, oxalic, propionic, tartaric, salicylic, citric, gluconic, lactic, mandelic, 
cinnamic, aspartic, stearic, palmitic, glycolic, glutamic, and benzenesulfonic acids. Suitable 
inorganic acids include hydrochloric, hydrobromic, sulfuric, phosphoric, and nitric acids. 

10 Thus, the term "pharmaceutically acceptable salt" of a compound of structure (T) is intended 
to encompass any and all acceptable salt forms. 

Pharmaceutically acceptable salts of this invention may be formed by 
conventional and known techniques, such as by reacting a compound of this invention with a 
suitable acid as disclosed above. Such salts are typically formed in high yields at moderate 

1 5 temperatures, and often are prepared by merely isolating the compound from a suitable 
acidic wash in the final step of the synthesis. The salt-forming acid may dissolved in an 
appropriate organic solvent, or aqueous organic solvent, such as an alkanol, ketone or ester. 
On the other hand, if the compound of this invention is desired in the free base form, it may 
be isolated from a basic final wash step, according to known techniques. For example, a 

20 typical technique for preparing hydrochloride salt is to dissolve the free base in a suitable 
solvent, and dry the solution thoroughly, as over molecular sieves, before bubbling hydrogen 
chloride gas through it. 

The compound of this invention may also exist in various isomeric forms, 
including configurational, geometric and conformational isomers, as well as existing in 

25 various tautomeric forms, particularly those that differ in the point of attachment of a 
hydrogen atom. As used herein, the term "isomer" is intended to encompass all isomeric 
forms of a compound, including tautomeric forms of the compound. 

As used herein, the term "prodrug" refers to any derivative of indazoles of 
this invention that are metabolized or otherwise converted into an active form upon 

30 introduction into the body of an animal. Prodrugs are well known to those skilled in the art 
of pharmaceutical chemistry, and provide benefits such as increased adsorption and half-life. 
Prodrugs of this invention may be formed when, for example, hydroxy groups are esterified 
or alkylated, or when carboxyl groups are esterified. Those skilled in the art of drug delivery 
will readily appreciate that the pharmacokinetic properties of indazoles of this invention may 

35 be controlled by an appropriate choice of moieties to produce prodrug derivatives. 
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In another embodiment, the present invention provides a method for treating 
one or more of a variety of conditions by administering an effective amount of a compound 
of this invention to a patient in need thereof. In this embodiment, the compounds of this 
invention have the following structure (I): 




10 



0) 



including isomers, prodrugs and pharmaceutically acceptable salts thereof, 

wherein: 

A is a direct bond, -(CH 2 ) a -, -(CH 2 ) 6 CH=CH(CH 2 ) C ^, 
oMCH^C^CCCH^-; 

15 Rj is aryl, heteroaryl or heterocycle fused to phenyl, each being optionally substituted 

with one to four substituents independently selected from R 3 ; 
R 2 is -R 3 , -R<, .(CH 2 ) 6 C(=0)R5, -(CH 2 ),C(=0)OR 5 , -(CH^CC^NR^, 
-(CHO.C^ONRsCCH^C^O)^, -(CH^NR^^R,, 
-(CH 2 )^fR 5 C(=0)NR,R 7 , -(CH^R^, -(CH^OR^ 

20 -(CH 2 ).SO rf R 5 or -(CH^SO.NR^ 

a is 1, 2, 3, 4, 5 or 6; 

b and c are the same or different and at each occurrence independently 

selected from 0, 1, 2, 3 or 4; 
d is at each occurrence 0, 1 or 2; 

25 R 3 is at each occurrence independently halogen, hydroxy, carboxy, alkyl, alkoxy, 

haloalkyl, acyloxy, thioalkyl, sulfinylalkyl, sulfonylalkyl, hydroxyalkyl, aryl, 
substituted aryl, arylalkyl, substituted arylalkyl, heterocycle, substituted 
heterocycle, heterocycloalkyl, -C(=0)OR 8 , -OC(0)R 8 , «C(=0)NR 8 R 9 , - 
C(=0)NR 8 OR 9 , -S0 2 NR 8 R 9 , -NRgSO^, -CN, -N0 2 , -NR g R 9 , -NRgCC^O)^, 

30 -NR 8 C(0)(CH 2 ) 6 OR 9 , -NRgCC^CCH,)^, -0(CH 2 )*NR 8 R>, or heterocycle 

fused to phenyl; 

R 4 is alkyl, aryl, arylalkyl, heterocycle or heterocycloalkyl, each being optionally 

substituted with one to four substituents independently selected from R 3 , or 
R 4 is halogen or hydroxy; 

35 
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R 5 , R 6 and R 7 are the same or different and at each occurrence independently 

hydrogen, alkyl, aryl, arylalkyl, heterocycle or heterocycloalkyl, wherein each 
of R;, R^ and R 7 are optionally substituted with one to four substituents 
independently selected from R 3 ; and 
R 8 and R, are the same or different and at each occurrence independently hydrogen, 
alkyl, aryl, arylalkyl, heterocycle, or heterocycloalkyl, or R g and R, taken 
together with the atom or atoms to which they are bonded form a 
heterocycle, wherein each of R g , R„ and R 8 and R, taken together to form a 
heterocycle are optionally substituted with one to four substituents 
1 0 independently selected from R 3 . 

In one embodiment R 2 is -R 4 , -(CH^C^R,, -{CH 2 ) b C(=0)OR s , - 
(CH^C^ONRsR*, -(CH^CC^NRsCCH^CC^)^, 
-(CH^^CeO)^, -(CH^^CC^NRfiR,, -(CH^^R,, - 
-(CH^ORj, -(CH^SO^ or -(CH 2 ) 6 S0 2 NR 5 R 6 . 
Li one embodiment, -A-R, is phenyl, optionally substituted with one to four 
substituents independently selected from halogen, alkoxy, -lsIRgC(=0)R 9 , -C(=0)NR 8 R9, 
and -OCCH^NRgR,, wherein b is 2 or 3 and wherein R 8 and R, are denned above. 

In another embodiment, R 2 is -R,, -(CH 2 ) 6 C(=0)R 5 , -(CH 2 ) 6 C(=0)ORs, 
-(CH^CC^NR^, -(CH 2 ) 6 C(=0)NR 5 (CH 2 ) c C(=0)R 6 , -(CH^^NR^C^R,, 
20 -(CH 2 )^C(=0)NR 6 R 7 , -(CH^^NR^, -(CH,)^, -(CH^SO^ or -(CHASO^R,, 
and b is an integer ranging from 0-4 

In another embodiment, R 2 is -(OH^C^NR^, -(CH 2 ) 6 NR 5 C(=0)R 6 , 
3-triazolyl or 5-tetrazolyl, wherein b is 0 and wherein R 8 and R> are defined above. 

In a preferred embodiment, R 2 is 3-triazolyl or 5-tetrazolyl. 
In another preferred embodiment: 

(a) -A-R, is phenyl, optionally substituted with one to four substituents 
independently selected from halogen, alkoxy, -NR 8 C(=0)R 9 , -C(=0)NR 8 R 9 , 

and -CKCH^NRgR,, wherein b is 2 or 3; and 

(b) R 2 is -(CH^C^NR^, -(CH 2 ) fc NR 5 C(=0)R 6 , 3-triazolyl or 5- 
30 tetrazolyl, wherein b is 0 and wherein R 8 and R, are defined above. 

In a more preferred embodiment: 

(a) -A-R, is phenyl, optionally substituted with one to four substituents 
independently selected from halogen, alkoxy, -NR 8 C(=0)R9, -C(=0)NR 8 R), 
and -OCCH^^NRgR,, wherein b is 2 or 3; and 
35 (b) R 2 is 3-triazolyl or 5-tetrazolyl. 
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In another preferred embodiment, R 2 is R 4 , and R 4 is 3-triazolyl, optionally 
substituted at its 5-position with: 

(a) a C,-C 4 straight or branched chain alkyl group optionally substituted 
with a hydroxyl, methylamino, dimethylamino or 1-pyrrolidinyl group; or 
5 (b) a 2-pyrrolidinyl group. 

In a more preferred embodiment, R 2 is R 4 , and R 4 is methyl, n-propyl, 
isopropyl, l-hydroxyethyl, 3-hydroxypropyl, methylaminomethyl, dimethylaminomethyl, 1- 
(dimethylamino)ethyl, 1-pyrrolidinylmethyl or 2-pyrrolidinyl. 

Conditions that may be treated by the compounds of this invention, or a 
10 pharmaceutical composition containing the same, include any condition which is responsive 
to JNK inhibition, and thereby benefit from administration of such an inhibitor. 
Representative conditions in this regard include (but are not limited to) rheumatoid arthritis; 
rheumatoid spondylitis; osteoarthritis; gout; asthma, bronchitis; allergic rhinitis; -chronic 
obstructive pulmonary disease; cystic fibrosis; inflammatory bowel disease; irritable bowel 
15 syndrome; mucous colitis; ulcerative colitis; Crohn's disease; Huntington's disease; 
gastritis; esophagitis; hepatitis; pancreatitis; nephritis; multiple sclerosis; lupus 
erythematosus; Type II diabetes; atherosclerosis; restenosis following angioplasty; left 
ventricular hypertrophy; myocardial infarction; stroke; ischemic damages of heart, lung, 
gut, kidney, liver, pancreas, spleen and brain; acute or chronic organ transplant rejection; 
20 preservation of the organ for transplantation; graft versus host disease; endotoxin shock; 
multiple organ failure; psoriasis; burn from exposure to fire, chemicals or radiation; 
eczema; dermatitis; skin graft; ischemia; ischemic conditions associated with surgery or 
traumatic injury; epilepsy; Alzheimer's disease; Parkinson's disease; immunological 
response to bacterial or viral infection; cachexia; angiogenic and proliferative dieseases; 
25 solid tumor; and cancers of a variety of tissues such as colon, rectum, prostate, liver, lung, 
bronchus, pancreas, brain, head, neck, stomach, skin, kidney, cervix, blood, larynx, 
esophagus, mouth, pharynx, urinary bladder, ovary or uterine. 

The compounds described herein could also be useful as an adjunct to 
existing and/or experimental therapies. 
30 The compounds of this invention may be administered to animals (including 

4 

humans) orally or parenterally in conventional and well known preparations, such as 
capsules, microcapsules, tablets, granules, powder, troches, pills, suppositories, injections, 
suspensions and syrups. Suitable formulations in this regard may be prepared by methods 
commonly employed using conventional, organic or inorganic additives, such as an excipient 
35 (e.g., sucrose, starch, mannitol, sorbitol, lactose, glucose, cellulose, talc, calcium phosphate 
or calcium carbonate), a binder (e.g., cellulose, methylcellulose, hydroxymethylcellulose, 
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polypropylpyrrolidone, polyvinylprrolidone, gelatin, gum arabic, polyethyleneglycol, sucrose 
or starch), a disintegrator (e.g., starch, carboxymethylcellulose, hydroxypropylstarch, low 
substituted hydroxypropylcellulose, sodium bicarbonate, calcium phosphate or calcium 
citrate), a lubricant (e.g., magnesium stearate, light anhydrous sicilic acid, talc or sodium 

5 lauryl sulfate), a flavoring agent (e.g., citric acid, menthol, glycine or orange powder), a 
preservative (e.g.. sodium benzoate, sodium bisulfite, methylparaben or propylparaben), a 
stabilizer (e.g., citric acid, sodium citrate or acetic acid), a suspending agent (e.g., 
methylcellulosc, polyvinyl pyrrolidone or aluminum stearate), a dispersing agent (e.g., 
hydroxypropylmethylccllulose), a diluent (e.g., water), and/or abase wax (e.g., cocoa buffer, 

10 white petrolatum or polyethylene glycol). The compounds of the invention may also be 
administered by any other convenient route, for example, by infusion or bolus injection, by 
absorption through epithelial or mucocutaneous linings (e.g., oral mucosa, rectal and 
intestinal mucosa, etc.) and may be administered together with another biologically active 
agent. Administration can be systemic or local. Various delivery systems are known, e.g., 

15 encapsulation in liposomes, microparticles, microcapsules, capsules, etc., and can be used to 
administer a compound of the invention. In certain embodiments, more than one compound 
of the invention is administered to a patient. Methods of administration include but are not 
limited to intradermal, intramuscular, intraperitoneal, intravenous, subcutaneous, epidural, 
oral, sublingual, intranasal, intracerebral, intravaginal, transdermal, rectally, by inhalation, or * 

20 topically, particularly to the ears, nose, eyes, or skin. The preferred mode of administration 
is left to the discretion of the practitioner, and will depend in-part upon the site of the 
medical condition. In most instances, administration will result in the release of the 
compounds of the invention into the bloodstream. 

In specific embodiments, it may be desirable to administer one or more 

25 compounds of the invention locally to the area in need of treatment. This may be achieved, 
for example, and not by way of limitation, by local infusion during surgery, topical 
application, e.g., in conjunction with a wound dressing after surgery, by injection, by means 
of a catheter, by means of a suppository, or by means of an implant, said implant being of a 
porous, non-porous, or gelatinous material, including membranes, such as sialastic 

30 membranes, or fibers. In one embodiment, administration can be by direct injection at the 
site (or former site) of an atherosclerotic plaque tissue. 

In certain embodiments, for example, for the treatment of Alzheimer's 
Disease, it may be desirable to introduce one or more compounds of the invention into the 
central nervous system by any suitable route, including intraventricular, intrathecal and 

35 
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epidural injection. Intraventricular injection may be facilitated by an intraventricular 

catheter, for example, attached to a reservoir, such as an Ommaya reservoir. 

Pulmonary administration can also be employed, e.g., by use of an inhaler or 

nebulizer, and foimulation with an aerosolizing agent, or via perfusion in a fluorocarbon or 
> synthetic pulmonary surfactant. In certain embodiments, the compounds of the invention can 

be formulated as a suppository, with traditional binders and vehicles such as triglycerides. 

In another embodiment, the compounds of the invention can be delivered in a 

vesicle, in particular a liposome (see Langer, 1990, Science 249:1527-1533; Treat etal, in 

Liposomes in the Therapy of Infectious Disease and Cancer, Lopez-Berestein and Fidler 
i0 (eds.), Liss, New York, pp. 353-365 (1989); Lopez-Berestein, ibid., pp. 317-327; see 

generally ibid.). 

In yet another embodiment, the compounds of the invention can be delivered 
in a controlled release system. In one embodiment, a pump may be used (see Langer, supra; 
Sefton, 1987, CRC Crit. Ref. Biomed. Eng. 14:201; Buchwald etal, 1980, Surgery 88:507 

15 Saudek et al., 1989, N. Engl J. Med. 321:574). In another embodiment, polymeric 

materials can be used (see Medical Applications of Controlled Release, Langer and Wise 
(eds.), CRC Pres., Boca Raton, Florida (1974); Controlled Drug Bioavailability, Drug 
Product Design and Performance, Smolen and Ball (eds.), Wiley, New York (1984); Ranger 
and Peppas, 1983, J. Macromol. Sci. Rev. MacromoL Chem. 23:61; see also Levy et al, 

i0 1985, Science 228:190; During et al, 1989, Ann. Neurol 25:351; Howard et al, 1989, 
J. Neurosurg. TV. 1 05). In yet another embodiment, a controlled-release system can be 
placed in proximity of the target of the compounds of the invention, e.g., the liver, thus 
requiring only a fraction of the systemic dose (see, e.g., Goodson, in Medical Applications of 
Controlled Release, supra, vol. 2, pp. 1 15-138 (1984)). Other controlled-release systems 

-5 discussed in the review by Langer, 1990, Science 249:1527-1533) may be used. 

The present compositions will contain a therapeutically effective amount of a 
compound of the invention, optionally more than one compound of the invention, preferably 
in purified form, together with a suitable amount of a phaxmaceutically acceptable vehicle so 
as to provide the form for proper administration to the patient. 

J 0 In a specific embodiment, the term "pharmaceutically acceptable" means 

approved by a regulatory agency of the Federal or a state government or listed in the U.S. 
Pharmacopeia or other generally recognized pharmacopeia for use in animals, and more 
particularly in humans. The term "vehicle" refers to a diluent, adjuvant, excipient, or carrier 
with which a compound of the invention is administered. Such pharmaceutical vehicles can 

*5 be liquids, such as water and oils, including those of petroleum, animal, vegetable or 
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synthetic origin, such as peanut oil, soybean oil, mineral oil, sesame oil and the like. The 
pharmaceutical vehicles can be saline, gum acacia, gelatin, starch paste, talc, keratin, 
colloidal silica, urea, and the like. In addition, auxiliary, stabilizing, thickening, lubricating 
and coloring agents may be used. When administered to a patient, the compounds of the 
5 invention and pharmaceutically acceptable vehicles are preferably sterile. Water is a 

preferred vehicle when the compound of the invention is administered intravenously. Saline 
solutions and aqueous dextrose and glycerol solutions can also be employed as liquid 
vehicles, particularly for injectable solutions. Suitable pharmaceutical vehicles also include 
excipients such as starch, glucose, lactose, sucrose, gelatin, malt, rice, flour, chalk, silica gel, 
10 sodium stearate, glycerol monostearate, talc, sodium chloride, dried skim milk, glycerol, 
propyleneglycol, water, ethanol and the like. The present compositions, if desired, can also 
contain minor amounts of wetting or emulsifying agents, or pH buffering agents. 

The present compositions can take the form of solutions, suspensions, 
emulsion, tablets, pills, pellets, capsules, capsules containing liquids, powders, sustained- 
15 release formulations, suppositories, emulsions, aerosols, sprays, suspensions, or any other 
form suitable for use. In one embodiment, the pharmaceutically acceptable vehicle is a 
capsule (see e.g., U.S. Patent No. 5,698,155). Other examples of suitable pharmaceutical 
vehicles are described in "Remington's Pharmaceutical Sciences" by E.W. Martin. 

In a preferred embodiment, the compounds of the invention are formulated in 
20 accordance with routine procedures as a pharmaceutical composition adapted for 

intravenous administration to human beings. Typically, compounds of the invention for 
intravenous administration are solutions in sterile isotonic aqueous buffer. Where necessary, 
the compositions may also include a solubilizing agent. Compositions for intravenous 
administration may optionally include a local anesthetic such as lignocaine to ease pain at the 
25 site of the injection. Generally, the ingredients are supplied either separately or mixed 
together in unit dosage form, for example, as a dry lyophilized powder or water free 
concentrate in a hermetically sealed container such as an ampoule or sachette indicating the 
quantity of active agent. Where the compound of the invention is to be administered by 
infusion, it can be dispensed, for example, with an infusion bottle containing sterile 
30 pharmaceutical grade water or saline. Where the compound of the invention is administered 
by injection, an ampoule of sterile water for injection or saline can be provided so that the 
ingredients may be mixed prior to administration. 

Compositions for oral delivery may be in the form of tablets, lozenges, 
aqueous or oily suspensions, granules, powders, emulsions, capsules, syrups, or elixirs, for 
35 example. Orally administered compositions may contain one or more optional agents, for 
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example, sweetening agents such as fructose, aspartame or saccharin; flavoring agents such 
as peppermint, oil of wintergreen, or cherry; coloring agents; and preserving agents, to 
provide a pharmaceutically palatable preparation. Moreover, where in tablet or pill form, the 
compositions may be coated to delay disintegration and absorption in the gastrointestinal 

> tract thereby providing a sustained action over an extended period of time. Selectively 

permeable membranes surrounding an osmotically active driving compound are also suitable 
for orally administered compounds of the invention. In these later platforms, fluid from the 
environment surrounding the capsule is imbibed by the driving compound, which swells to 
displace the agent or agent composition through an aperture. These delivery platforms can 

1 0 provide an essentially zero order delivery profile as opposed to the spiked profiles of 
immediate release formulations. A time delay material such as glycerol monostearate or 
glycerol stearate may also be used. Oral compositions can include standard vehicles such as 
mannitol, lactose, starch, magnesium stearate, sodium saccharine, cellulose, ma^iesium 
carbonate, etc. Such vehicles are preferably of pharmaceutical grade. 

1 5 The dose of a compound of this invention to be administered to a patient, 

such as a human, is rather widely variable and subject to the judgment of the attending 
physician. The general range o f effective administration rates of the compounds of this 
invention are from about 0.05 mg/day to about 250 mg/day, and typically from about 0.25 
mg/day to 60 mg/day. Of course, it is often practical to administer the daily dose of 

-0 compound in portions, at various hours of the day. However, in any given case, the amount . 
of compound administered will depend on such factors as the solubility of the active 
component, the formulation used, subject condition (such as weight), and/or the route of 
administration. 

Further, the effect of the compounds of this invention may be delayed or 
-5 prolonged by proper formulation. For example, a slowly soluble pellet of the compound may 
be prepared and incorporated in a tablet or capsule. The technique may be improved by 
making pellets of several different dissolution rates and filling capsules with a mixture of the 
pellets. Tablets or capsules may be coated with a film which resists dissolution for a 
predictable period of time. Even the parenteral preparations may be made long-acting, by 
30 dissolving or suspending the compound in oily or emulsified vehicles which allow it to 
disperse only slowly in the serum. 

The following examples are offered by way of illustration, not limitation. (To 
this end, it should be noted that one or more hydrogen atoms may be omitted from the 
drawn structures consistent with accepted shorthand notation of such organic compounds, 
35 and that one skilled in the art would readily appreciate their presence.) 
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5. EXAMPLES 



EXAMPLE 1 



SYNTHESIS OF 3-(4-METHOXYPHENYL)- 1 H-IND AZOLE 



N-NH 




} A. 3 -Bromo- 1 H-indazole 

To a suspension of lH-indazole (3.00 g, 25.4 mmol) in 2.0 M sodium 
hydroxide solution (70 mL) at ambient temperature was added a solution of bromine (3.00 g, 
18.8 mmol) in 2.0 M sodium hydroxide solution (30 mL) dropwise. After stiningjbr 3 
hours, to the reaction mixture was added sodium bisulfite (0.1 g), followed by 2.0 N 

• hydrochloric acid solution (80 mL). The precipitates were filtered and washed with water to 
provide the title compound (3.98 g, 80% yield): mp 136 °C; ! H NMR (CDC1 3 ) 6 13.4 (br s, 
1H), 7.57 (m, 2H), 7.45 (t, 1H), 7.22 (t, 1H); EI-MS (m/z) 198 [M+2f , 196 [M] + . 

B. 3-(4-MethoxvphenviyiH-indazole 
) A mixture of 3-bromo-l H-indazole (0.20 g, 1.0 mmol), 4- 

methoxyphenylboronic acid (0.228 g, 1.5 mmol), and 

tetrakis(triphenylphosphine)palladium(0) (0.228 g, 0.1 mmol) in ethylene glycol dimethyl 
ether (5 mL) and 2.0 M sodium carbonate solution (6 mL) under nitrogen was heated at 
100°C for 1 8 hours. It was quenched by water and extracted with chloroform. The extracts 
> were dried over magnesium sulfate, filtered, and concentrated. The residue was then purified 
by chromatography (Si0 2 , 15-30% ethyl acetate/hexane) to provide the title compound 
(0.012 g, 5% yield): l H NMR (CDC1 3 ) 8 10.4 (br s, 1H), 8.01 (d, 1H), 7.92 (d, 2H), 7.46, 
(m, 2H), 7.22 (m, 1H), 7.06 (d, 2H), 3.89 (s, 3H); EI-MS (m/z) 224 [M] + . 



) EXAMPLE 2 

SYNTHESIS OF 3-(4-HYDROXYPHENYL)-lH-IND AZOLE 
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A. 3 -Bromo- 1 -[2 -( methox vethoxv^methvll - 1 H-indazole 

To a solution of 3-bromo-lH-indazole (6.15 g, 31 mmol) in dried 
tetrahydrofuran (40 mL) at ambient temperature was added 1.0 M solution of sodium 
bis(trimethylsilyl)amide in tetrahydrofuran. After stirring 20 minutes, to the mixture was 
5 added neat 2-methoxyethoxymethyl chloride (4.36 g, 35 mmol). The reaction mixture was 
stirred at ambient temperature overnight. It was quenched with water and extracted with 
chloroform. The extracts were dried over magnesium sulfate, filtered, and concentrated. The 
residue was then purified by chromatography (Si0 2 , 15-30% ethyl acetate/hexane) to 
provide the title compound (6.512 g, 74% yield): EI-MS (m/z) 286 [M+2] + , 284 [M] + . 

10 

B. l"r2-(TS^ethoxvethoxv)methvl1-3f4-methox\^henvlVlH-indazole 

A mixture of 3-bromo-l-[2-(methoxyethoxy)methyl]-lH-indazole (0.640 g, 
2.2 mmol), 4-methoxyphenylboronic acid (0.456 g, 3.0 mmol), potassium phosphate (2.12 g, 
10 mmol), and [l,r-bis(diphenylphosphino)fen"ocene]dicUoropalladium(II) complex with 

15 dichloromethane (1:1), (0.245 g, 0.3 mmol) in ethylene glycol dimethyl ether (10 mL) under 
nitrogen was heated to reflux overnight. It was quenched with water and extracted with 
chloroform. The extracts were dried over magnesium sulfate, filtered, and concentrated. The 
residue was then purified by chromatography (Si0 2 , 20-50% ethyl acetate/hexane) to 
provide the title compound (0.537 g, 78% yield): 'H NMR (CDC1 3 ) 5 7.99 (d, 1H), 7.90 (d, 

20 2H), 7.62 (d, 1H), 7.45 (t, 1H), 7.26 (m, 2H), 7.50 (d, 2H), 5.86 (s, 2H), 3.90 (s, 3H), 3.68 
(m, 2H), 3.48 (m, 2H), 3.35 (s, 3H); EI-MS (m/z) 312 [M] + . 

C. 3-(4-HvdroxvphenvlV 1 H-indazole 

To a solution of 1 -[2-(methoxyethoxy)methyl]-3-(4-methoxyphenyl)-lH- 
25 indazole (20.40 g, 1.28 mmol) in dried dichloromethane under nitrogen was added 1 .0 M 
solution of boron tribromide in dichloromethane (4.0 mL, 4.0 mmol). It was stirred at 
ambient temperature for 18 hours, quenched with saturated sodium bicarbonate solution, and 
extracted with ethyl acetate. The extracts were dried over magnesium sulfate, filtered, and 
concentrated. The residue was then purified by chromatography (Si0 2 , 30-50% ethyl 
30 acetate/hexane) to provide the title compound (0.089 g, 33% yield): mp 189-190 °C; ] H 
NMR (CDC1 3 ) 6 10.0 (br s, 1H), 7.97 (d, 1H), 7.87 (d, 2H), 7.51 (d, 1H), 7.43 (t, 1H), 7.26 
(m, 2H), 6.99 (d, 2H); EI-MS (m/z) 210 [M] + . 

35 
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EXAMPLE 3 

SYNTHESIS OF 3-(2-METHOXYPHENYL)- 1 H-INDAZOLE 

„CH 3 



O N NH 



5 




A. l-fl-fMethoxvethoxv^methvn-S^-methoxvphenvlVlH-indazole 
10 The title compound was prepared as described in Example 2 B, using 2- 

methoxyphenylboronic acid (0.304 g, 2.0 mmol) (0.235 g, 48% yield): 'H NMR (CDC1 3 ) 6 
7.74 (d, 1H), 7.49 (m, 3H), 7.32 (t, 1H), 7.04-7.15 (m, 3H), 5.73 (s, 2H), 3.78 (s, 3H), 3.65 
(m, 2H), 3.41 (m, 2H), 3.29 (s, 3H); EI-MS (m/z) 312 [Mf. 

15 B. 3 -( 2-Methox vphenvl V 1 H-indazole 

A solution of l-[2-(methoxyethoxy)methyl]-3-(2-methoxyphenyl)-lH- 
indazole (0.20 g, 0.64 mmol) in 1,4-dioxane (4 mL) and 6 N hydrochloric acid solution (4 
mL) was stirred at ambient temperature for 1 6 hours. It was neutralized with saturated 
sodium carbonate solution and extracted with chloroform. The extracts were dried over 

20 magnesium sulfate, filtered, and concentrated. The residue was then purified by 
chromatography (Si0 2 , 20-40% ethyl acetate/hexane) to provide the title compound 
(0.061 g, 60% yield): mp 99 °C; ] H NMR (CDC1 3 ) 6 10.23 (br s, 1H), 7.79 (d, 1H), 7.68 (d, 
1H), 7.37-7.52 (m, 3H), 7.07-7.20 (m, 3H), 3.88 (s, 3H); EI-MS (m/z) 224 [M] + . 

25 EXAMPLE 4 

SYNTHESIS OF 3-(4-FLUOROPHENYL)-lH-INDAZOLE 



N NH 



30 




. A. 3 -(4-FluorophenvlV l-I2-( methoxvethoxytoethvll- 1 H-indazole 

The title compound was prepared as described in Example 2 B, using 4- 
35 fluorophenylboronic acid (0.182 g, 1.3 mmol) (0.237 g, 79% yield): ! H NMR (CDC1 3 ) 6 
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7.53-7.79 (m, 4H), 7.10-7.48 (m, 4H), 5.75 (s, 2H), 3.94 (m, 2H), 3.53 (m, 2H), 3.39 (s, 
3H); EI-MS (m/z) 300 [M] + . 

B. 3 -(4-FluorophenvlV 1 H-indazole 
5 The title compound was prepared as described in Example 3 B, using 3-(4- 

fluorophenyl)-l-[2-(methoxyethoxy)methyl]-lH-indazole (0.20 g, 0.67 mmol) (0.092 g, 65% 
yield): mp 126 °C; »H NMR (CDC1 3 ) 6 10.14 (or s, 1H), 7.93-8.01 (m, 3H), 7.52 (d, 1H), 
7.44 (t, 1H), 7.18-7.28 (m, 3H); EI-MS (m/z) 212 [M] + . 

10 EXAMPLE 5 

SYNTHESIS OF 3 -PHENYL-5-TRIFLUOROMETHYL- 1 H-INDAZOLE 



15 




20 A. 3-Phenvl-5 -trifluoromethvl- 1 H-indazole 

A solution of 2-fluoro-5-trifluoromethylbenzophenone (0.828 g, 3.09 mmol) 
in hydrazine was heated at 130°C for 3 hours. The reaction mixture stood at ambient 
temperature overnight and gave white needles. It was filtered and washed with hexane to 
provide the title compound (0.617 g, 76% yield): mp 152°C; ! H NMR (CDC1 3 ) 6 10.63 (br 

25 Si 1H), 8.33 (s, 1H), 7.96 (d, 2H), 7.48-7.67 (m, 5H); EI-MS (m/z) 262 [M] + . 



EXAMPLE 6 

SYNTHESIS OF 5-FLUORO-3-PHENYL- 1H-INDAZOLE 



N NH 




F 

35 
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A. 5-Fluoro-3-phenvl- 1 H-indazole 

A solution of 2,5-difluorobenzophenone (0.655 g, 3.0 mmol) and hydrazine 
(1 .0 mL) in dried pyridine (10 mL) was heated at 130°C for 5 hours and then concentrated 
and purified by chromatography (Si0 2 , 15-30% ethyl acetate/hexane) to provide the title 
5 compound (0.254 g, 40% yield): mp 124-125 °C; 'H NMR (CDC1 3 ) 8 10.89 (br s, 1H), 7.94 
(d, 2H), 7.65 (dd, 1H), 7.42-7.54 (m, 3H), 7.33 (dd, 1H), 7.21 (dt, 1H); EL-MS (m/z) 212 
[M] + . 

EXAMPLE 7 

1 0 SYNTHESIS OF 5-NITRO-3-PHENYL-1 H-INDAZOLE 



N NH 




The title compound was prepared as described in Example 6 A, using 2- 
chloro-5-nitrobenzophenone (1.00 g, 3.8 mmol) (0.823 g, 91% yield): mp 185-186 °C; 'H 
20 NMR (CDC1 3 ) 8 10.69 (br s, 1H), 9.01 (d, 1H), 8.34 (dd, 1H), 7.97 (d, 2H), 7.49-7.61 (m, 
4H); EI-MS (m/z) 239 [M] + . 



EXAMPLE 8 

SYNTHESIS OF 5-AMINO-3-PHENYL-1H-INDAZOLE 



25 



N-NH 



30 




A. 5-Amino-3-phenvl-lH-indazole 

A suspension of 5-nitro-3-phenyl-l H-indazole (0.239 g, 1.0 mmol) and 
palladium (10 wt % on activated carbon, 30 mg) in ethyl acetate (10 mL) was stirred under 
35 hydrogen at ambient temperature for 18 hours. It was filtered with celite and washed with 

1 
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ethyl acetate. The filtrate was concentrated and the residue was then purified by 
chromatography (Si0 2 , 30-50% ethyl acetate/hexane) to provide the title compound 
(0.184 g, 88% yield): mp 104°C; l H NMR (CDC1 3 ) 6 10.40 (br s, 1H), 7.94 (d, 2H), 7.51 
(m, 2H), 7.20-7.42 (m, 3H), 6.90 (m, 1H), 3.6 (br, 2H); EI-MS (m/z) 209 [M] + . 



EXAMPLE 9 
SYNTHESIS OF 3-PHENYL-1H-INDAZOLE 




5 A. 3-Phenvl- 1 H-inda2ole 

To 2-fluorobenzophenone (1 .0 g, 5.0 mmol) was added hydrazine (5 mL) and 
the reaction was heated to reflux for 3 hours. The reaction was then added to water (100 
mL) and extracted with ethyl acetate (3x30 mL). The combined organic layers were dried 
with sodium sulfate (NajSC^) and concentrated to an oil. The subsequent hydrazine adduct 

-0 was heated with pyridine (20 mL) to 170°C for 4 days. Pyridine was then removed under 
vacuum and the resulting oil taken up in water (100 mL) and extracted with ethyl acetate 
(3x30 mL). The combined ethyl acetate layers were dried (NajSOJ and concentrated to give 
the final compound (650 mg, 67% yield). 'H NMR (CDC1 3 ) 6 10.6 (br s, 1H), 8.04-7.99 (m, 
2H), 7.56-7.50 (m, 2H), 7.47-7.33 (m, 2H), 7.29-7.19 (m, 3H); ES-MS (m/z) 195 [M+l] + . 

15 

EXAMPLE 10 

SYNTHESIS OF 3-PHENYL-5-(PHENYLMETHOXY)-lH-INDAZOLE 



50 




55 
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A. Phmvl-N42-(phenvlcarh^^ 

To a solution of N-[4-hydroxy-2-(phenylcarbonyl)phenyl]benzamide (4.0 g, 

12.6 mmol) in dimethyl formamide (DMF) (15 mL) was added potassium carbonate (K 2 C0 3 ) 
(large excess) then benzyl bromide (660 jiL, 5.5 mmol). The reaction was stirred overnight. 
5 It was added to water (100 mL) then extracted with ethyl acetate (3x40 mL). The combined 
organic layers were dried (Na^O^ then concentrated under vacuo to give a solid which was 
recrystallized with ethyl acetate/hexane to give the title compound (3.24 g, 63% yield, 
analytical). 

10 B. 2-Amino-5-fphenvlmethoxv^phenvl phenyl ketone 

A solution of phenyl-N-[2-(phenylcarbonyl)-4- 
(phenylmethoxy)phenyl]carboxamide (3.24 g, 8.0 mmol) in methanol (20 mL) and 10 N 
sodium hydroxide (NaOH) (6 mL) was heated to reflux temperature when tetrahydrofuran 
(THF) (15 mL) was added. The solution was then heated to reflux overnight when the 

1 5 methanol and THF was removed under vacuo. The solution was then added to water (1 00 
mL) and extracted with ethyl acetate (3x40 mL). The combined organic layers were dried 
(Na^O^ and concentrated under vacuo to an oil to isolate the title compound (2.60 g, 
>100% yield, analytical). 

20 C. 3-Phenvl-5^phenvlmethoxvVlH-indazole 

To a solution of 2-amino-5-(phenylmethoxy)phenyl phenyl ketone (2.6 g, 8.0 
mmol) in 6N HC1 (70 mL) at 0°C was added a solution of sodium nitrite (NaN0 2 ) (650 mg, 
9.4 mmol) in water (2 mL). To this solution was added methanol and THF to keep it 
homogeneous. A solution of tin (II) chloride (SnCl 2 ) (5.3 g, 23.6 mmol) in concentrated HC1 

25 (20 mL) was then added. The solution was stirred at room temperature overnight. The solid 
was then filtered and the solution concentrated and chromatographed on silica gel eluting 
with 20% ethyl acetate in hexane to give the title compound (1 . 1 5 g, 48% yield). *H NMR 
(DMSO-d 6 ) 8 13.1 (s, 1H), 7.95 (d, 2H), 7.56-7.48 (m, 6H), 7.44-7,3 (m, 4H), 7.14 (d, 1H), 
5.12 (s, 2H); ES-MS (m/z) 301 [M+l] + . 



35 
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EXAMPLE 1 1 
SYNTHESIS OF 3 -PHENYL- 1 H-IND AZOL-5 -OL 



HO 




5 0 A. 3 -Phenyl- 1 H-indazole-5-ol 

To a solution of 5-nitro-3-phenyl-lH-indazole (1.0 g, 4.2 mmol) in ethyl 
acetate (80 mL) was added palladium on activated carbon (Pd/carbon) then the reaction was 
subjected to an atmosphere of hydrogen. The reaction was stirred for 3 days when the 
Pd/carbon was filtered off and the solution concentrated to an oil under vacuo. The oil was 

1 5 then taken up in H 2 S0 4 (6 mL) and water (60 mL) and the suspension was heated in a bomb 
to 180°C for 2 days. The reaction was then cooled to room temperature, quenched with 
NaHC0 3 (100 mL) and extracted with ethyl acetate (3x30 mL). The organic layers were 
combined and dried (Na 2 S0 4 ) and concentrated to recover the title compound (250mg, 28% 
yield). *H NMR (CDC1 3 ) 6 13.0 (s, 1H), 9.20 (s, 1H), 7.91 (s, 1H), 7.88 (s, 1H), 7.50 (t, 

10 2H), 7.41 (d, 1H), 7.36 (t, 1H), 7.28 (s, 1H), 6.96 (dd, 1H); ES-MS (m/z) 195 [M+l] + . 

EXAMPLE 12 

SYNTHESIS OF 5 -METHYL-3 -PHENYL- 1 H-IND AZOLE 

Z5 



30 




A. 5 -Methvl-3 -phenyl- 1 H-indazole 

To a solution of 2-amino-5-methylphenyl phenyl ketone (2.0 g, 9.5 mmol) in 
HC1 (45 mL of a 6M solution) at 0°C was added sodium nitrite (NaNO^ (719 mg, 10.4 
*5 mmol) in water (2 mL). The reaction was stirred for 30 min when the homogeneous solution 

-42- 



0210137A2_I_> 



WO 02/101 J 9 * PCT/US01/23890 

* 

was added dropwise lo a solution of SnCl 2 (5.88, 26 mmol) in concentrated HC1 (15 mL) at 
room temperature. The reaction was stirred for 30 min when it was filtered. The solid was 
then taken up in ethyl acetate (SO mL) and saturated sodium bicarbonate (80 mL). The 
suspension was then filtered and the ethyl acetate layer dried (Na2S0 4 ) and concentrated to 
5 give the product ( 1 .59 g, 80% yield). ( l H NMR (DMSO-d 6 ) 6 7.96 (d, 2H), 7.85 (br s, 1H), 
7.54-7.46 (m, 3H), 7.39 (t, 1H), 7.24 (d, 1H), 2.45 (s, 3H); ES-MS (m/z) 209 [M+lf. 



EXAMPLE 13 
SYNTHESIS OF PHENYL-N-(3-PHENYL(lH-I^ 

10 



15 




A. Phenvl-N-(3"Phenvl(lH-indazol-5-yl)carboxamide 

20 To a mixture of 5-amino-3-phenyl-lH-indazole (190 mg, 0.909 mmol) in 

acetonitrile (6 mL) was added benzoyl chloride (123 mg, 0.909 mmol). The solution was 
allowed to reflux for three hours. Triethylamine (3 drops) was added over a period of one 
hour while reflux continued for an additional hour. The solution was condensed and distilled 
water was added. The reaction mixture was extracted with ethyl acetate. The organics were 

25 dried using sodium sulfate, and condensed to give a solid. The solid was purified using 
chromatography (Si0 2 , 30-45% ethyl acetate/hexanes) to give the title compound (20 mg, 
8% yield). *H NMR (DMSO-d 6 ) 6 13.40 (br s, 1H), 10.32 (s, 1H), 8.56 (s, 1H), 7.96 (m, 
4H), 7.75 (d, 1H), 7.55 (m, 6H), 7.39 (t, 1H); ES-MS (m/z) 314 [M+l]\ 
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EXAMPLE 14 

SYNTHESIS OF N^3-PHENYL(lH-INDAZOL-5-YL))-2-PYlUDYLCAI^OXAMIDE 




10 A. Nz£ 1 -acetv1-3-phenvinH>inda2ole-5-vDV2-pvridvlcarboxamide 

To a flask containing 1 -acetyl-5-amino-3-phenyl- 1 H-indazole (300 mg, 1.2 
mmol) and dichloromethane (10 mL) was added 4-(dimethylamino)pyridine (75 mg, 0.6 
mmol) and triethylamine (0.18 mg). The solution was allowed to stir for 10 minutes, then 
picolinoyl chloride hydrochloride (260 mg, 1.44 mmol) was added. The mixture was stirred 

15 at room temperature for 1 8 hours. The mixture was quenched with water and extracted with 
ethyl acetate. The extracts were dried using sodium sulfate, filtered, and concentrated to 
provide the title compound (364 mg, 85% yield). ES-MS (m/z) 357 [M+l] + . 

B. N-(3-phen vlf 1 H-indazole-5-vlT>-2-pvridvlcarboxamide . 

20 N-(l-acetyl-3-phenyl(lH-indazole-5-yl))-2-pyridylcarboxaimde (364 mg, 

1 .02 mmol) was added to 0.3% ammonia in methanol (7 mL). The mixture was heated to 
70 °C for 3 hours. The resulting precipitate was filtered and dried to give the title compound 
(221 mg, 71% yield). *H NMR (DMSO-d 6 ) 6 13.20 (br s, 1H), 10.75 (s, 1H), 8.72 (d, 2H), 
8.16 (d, 1H), 8.05 (m, 1H), 7.94 (t, 3H), 7.66 (m, 1H), 7.53 (q, 3H), 7.38 (t, 1H). ES-MS 

25 (m/z) 315 [M+l]\ 



30 
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EXAMPLE 1 5 

SYNTHESIS OF METHYL 4-[N-(3-PHENYL-lH-INDAZOL-5-YL) 

CARBAMOYL]BENZOATE 



H 3 C. 




10 A. 



Methyl 4-PSK 1 -acetvl-3-phenvl-lH-inda zol-5-vlV. a rh am o V nben2o a tR 

To a flask containing l-acetyl-5-amino-3-phenyl-lH-indazole (300 mg, 1.2 
mmol) was added dichloromethane (1 0 mL), 4-(dimethylamino)pyridine (75 mg, 0.6 mmol) 
and triethylamine (180 mg, 1.8 mmol). The mixture was allowed to stir for ten minutes. 
Terephthalic acid monomethyl ester hydrochloride (285 mg, 1.44 mmol) was then added and 
1 5 stirring continued for 1 8 hours. The mixture was quenched with 5% sodium bicarbonate and 
extracted with dichloromethane. The extracts were dried using sodium sulfate, filtered and 
condensed to give a solid. The solid was recrystallized in ethanol to give the title compound 
(368 mg, 75% yield). ES-MS (m/z) 414 [M+l] + . 

20 B - Methyl 4-rN-(3-phenvl-l H-i ndazol-5-vlV.arbamovnhen^oate. 

Methyl 4-[N-(3-phenyl-lH-indazol-5-yl)carbamoyl] benzoate (368 mg, 0.890 
mmol) was added to a solution of 0.3% ammonia in methanol (18 mL). The mixture was 
allowed to stir at 70°C for 3 hours. The resulting precipitate was filtered and dried under 
vacuum to give the title compound (282 mg, 85% yield). 'H NMR (DMSO-dg) 6 13.22 (br s, 

25 1H), 10.50 (s, 1H), 8.55 (s, 1H), 8.09 (s, 4H), 7.91 (d, 2H), 7.75 (d, 1H), 7.52 (m, 3H), 
7.39 (m, 1H), 3.88 (s, 3H); ES-MS (m/z) 372 [M+lf. 



30 
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EXAMPLE 16 
SYNTHESIS OF 4-[N-(3-PHENYL-lH-I^ 

ACID 



5 



HOOC 




A. 4-I^J>f3-phenvl-lH-inda2ol-5-vDcarbamovl]benzoic acid 

Methyl 4-[>f-(3-phenyl-lH-indazole-5-yl)carbamoyl]benzoate (92 mg, 0.247 
mmol) was added to a solution of lithium hydroxide (10 mg, 1.23 mmol) in tetrahydrofuran 
(5 mL) and water (5 mL). The solution was allowed to stir at room temperature for 3 hours. 
15 The solution was acidified using a 5% HC1 solution. The resulting white precipitate was 
filtered and dried to provide the title compound (62 mg, 70% yield). J H NMR (DMSO-d 6 ) 6 
13.22 (br g, 1H), 10.48 (s, 1H), 8.55 (s, 1H), 8.06 (s, 4H), 7.92 (d, 2H), 7.75 (d, 1H), 7.55 
(m, 3H), 7.38 (m, 1H); ES-MS (m/z) 358 [M+l] + . 



EXAMPLE 17 

SYNTHESIS OF (2-HYDROXYPHENYL)-NK3-PHENTi^(lH-INDAZOL-5- 

YL)CARBOXAMIDE 



H 



25 




A. 2-ITNr-(l-acetvl-3-phenvl-lH-indazole-5-vncarbamovllphenvl acetate and N-( 1-acetvl- 

30 3-phenvl-lH-indazole-5-vr>acetamide . 

To a solution of 5 -amino-3 -phenylindazole (330 mg, 1.31 mmol) in 
dichloromethane (11 mL) was added triethylamine (200 mg) and 4-(dimethylamine)pyridine 
(79 mg, 0.65 mmol). The solution was allowed to stir for fifteen minutes, then acetyl 
salicyloyl chloride (311 mg, 1.57 mmol) was added. Stirring under nitrogen continued for 18 

35 hours. The solution was then neutralized using 5% sodium bicarbonate solution and 
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extracted with ethyl acetate. The organic layer was dried with sodium sulfate, filtered and 
concentrated to give a solid which was purified by chromatography (Si0 2 , 25-45% ethyl 
acetate/ hexanes, respectively). The resulting two fractions provided the title compounds. 
First fraction: 'H NMR (DMSO-d 6 ) 6 10.62 (s, 1H), 8.54 (s, 1H), 8.33 (d, 2H), 7.94 (m, 
5 3H), 7.61 (m, 5H), 7.39 (m, 1H), 7.24 (d, 1H), 2.76 (s, 3H), 2.16 (s, 3H); ES-MS (m/z) 414 
[M+l] + . Second fraction: 'H NMR (DMSO-d 6 ) 6 10.23 (s, 1H), 8.47 (s, 1H), 8.29 (d, 1H), 
7.93 (d, 2H), 7.73 (d, IH), 7.60 (m, 3H), 2.74 (s, 3H), 2.05 (s, 3H). ES-MS (m/z) 252 
[M+l] + . 

10 B. f2-hvdroxvphenvn-N-(3-phenvlflH- iTidazole-5-vl^carboxamide. 

A solution of 2-[N-(l -acetyl-3-phenyl-lH-indazole-5-yl)carbamoyl]phenyl 
acetate (100 mg, 0.241 mmol) in methanol (11 mL) with 0.3% ammonia was allowed to stir 
for three hours at reflux temperature. The mixture was then acidified with 5% HC1 solution 
until neutral pH. The resulting solid was filtered, dried and triturated with hexanes to give 

15 the title compound (45 mg, 57% yield). »H NMR (DMSO-d 6 ) 5 13.23 (br s, 1H), 11.92 (br 
s, 1H), 10.47 (s, 1H), 8.45 (s, 1H), 7.96 (m, 3H), 7.51 (m, 6H), 6.95 (d, 2H); ES-MS (m/z) 
330 [M+l]*. 

EXAMPLE 1 8 

20 SYNTHESIS OF N-(3-(PHENYL-lH-INDAZOLE-5-YL))ACETAMIDE 



25 




A. 3 -Cphenvl-1 H-indazole -5-vnacetamide 

N-(l-acetyl-3phenyl-lH-indazole-5-yl)acetamide (70 mg, 0.238 mmol) was 
30 added to 0.3% ammonia in methanol (10 mL). The solution was heated at 70°C for 3 hours. 
The solution was then neutralized using 5% HC1 solution. The solution was concentrated 
and extracted with ethyl acetate. The organics were dried using sodium sulfate, filtered and 
concentrated to give a white solid. The solid was triturated with diethyl ether and dried 
under vacuum to give the title compound (35 mg, 59% yield). l H NMR (DMSO-d 6 ) 6 13.13 

35 
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(br s, 1H), 9.97 (s, 1H), 8.37 (s, 1H), 7.87 (d, 2H), 7.48 (br s, 4H), 7.36 (t, 1H), 2.03 (s, 
3H); ES-MS (m/z) 252 [M+lf. 

EXAMPLE 19 

SYNTHESIS OF (4-AMINOPHENYl.)-NK3-PHENYL(lH-INDAZOL-5. 

YL))C ARLB OXAMIDE 



H 



10 




A. N-( 1 -acetvl-3 -phenvlf 1 H-indazol-5-vn¥4-nitrophenvl > >carboxamide 

15 To suspension of l-acetyl^5-amino-3-phenyl-lH-indazole (250 mg, 1.0 

mmol) in dichloromethane (10 mL) was added 4-(dimethylamino)pyridine (60 mg, 0.5 mmol) 
followed by triethylamine (150 mg, 1.5 mmol). The mixture was allowed to stir for fifteen 
minutes, then para-nitrobenzoyl chloride (222 mg, 1 .2 mmol) was added. The reaction 
mixture was allowed to stir for 1 8 hours under nitrogen conditions. It was quenched with 

20 5% sodium bicarbonate and extracted with dichloromethane. The extracts were dried over ^ 
sodium sulfate, filtered, and condensed to give a precipitate. The precipitate was triturated 
using hexanes to provide the title compound (295 mg, 74% yield). l H NMR (DMSO-d 6 ) 6 
10.83 (s, 1H), 8.63 (s, 1H), 8.38 (m, 3H), 8.20 (d, 2H), 7.99 (m, 3H), 7.60 (m, 3H), 2.76 (s, 
3H); ES-MS (m/z) 401 [M+lf. 

25 

B. N-( 1 -acetvl-3 -phenvlf 1 H-indazol-5-vl > l¥4-aminophenvncarboxamide 

A suspension of N-(l-acetyl-3-phenyl(lH-indazol-5-yl))(4- 
nitrophenyl)carboxamide (246 mg, 0.710 mmol) and palladium on activated carbon (10%, 57 
mg) in ethyl acetate (30 mL) was stirred under hydrogen atmosphere at room temperature 
30 for 1 8 hours. The reaction mixture was filtered through celite and combined with ethyl 
acetate washings. The filtrate was concentrated to give the title compound (246 mg, 94% 
yield). 'H NMR (DMSOd 6 ) 5 10.04 (s, 1H), 8.61 (s, 1H) 831 (d, 1H), 7.99 (m, 2H), 7.64 
(m, 4H), 6.58 (d, 2H), 5.78 (s, 2H), 2.76 (s, 3H); ES-MS (m/z) 371 [M+l] + . 

35 
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C. (^aminophenvlVN-fS-phenvinH-indazol-S-vDcarboxamide 

To a solution of N-(l-acetyl-3-phenyl(lH-indazol-5-yl))(4- 
aminophenyl)carboxamide (200 mg, 0.664 mmol) in 0.3% ammonia in methanol (12 mL). 
After the reaction mixture was stirred at room temperature for 3 hours, the mixture was 
5 acidified with 5% HC1. The resulting precipitate was filtered and dried to give the title 
compound (200 mg, 92% yield). l H NMR (DMSO-ds) 6 13.14 (br s, 1H), 9.84 (s, 1H), 8.52 
(s, 1H), 7.95 (d, 2H), 7.75 (m, 3H), 7.54 (m, 3H), 7.39 (t, 1H), 5.74 (br, 2H); ES-MS (m/z) 
329 [M+l] + . 

10 EXAMPLE 20 

SYNTHESIS OF (3-AMINOPHElSrYL)-NK3-PHENY]^lH-INDAZOL-5- 

YL))CARBOXAMIDE 



15 




A. N-( 1 -acetvl-S-phenvir 1 H-mdazol-5-vlV)(3-mtrophenvDcarboxamide 
20 The title compound was prepared as described in Example 19 A, using 3- 

nitrobenzoylchloride (222 mg, 1.20 mmol) (257 mg, 65% yield). 'H NMR (DMSO-d 6 ) 6 
10.85 (s, 1H), 8.82 (s, 1H), 8.63 (s, 1H), 8.41 (m, 3H), 8.00 (m, 3H), 7.84 (t, 1H), 7.60 (m, 
3H), 2.77 (s, 3H); ES-MS (m/z) 401 [M+l] + . 

25 B. N-( 1 -acetvl-3-phenvU 1 H-indazol-5-vlY)( 4-aminophenvl^carboxamide 

The title compound was prepared as described in Example 19 B (200 mg, 
92% yield). 'H NMR (DMSO-d 6 ) 6 10.36 (s, 1H), 8.63 (s, 1H), 8.34 (d, 1H), 8.00 (m, 3H), 
7.60 (m, 3H), 7.12 (m, 3H), 6.74 (d, 1H), 5.32 (s, 2H), 2.77 (s, 3H); ES-MS (m/z) 371 
[M+lf. 

30 

C. (3-aminophenvlVN-(3-phenyl(lH-indazol-5-vncarboxamide 

The title compound was prepared as described in Example 19 C (172 mg, 
88% yield). 'H NMR (DMSO-ds) 6 13.18 (br s, 1H), 10.14 (s, 1H), 8.54 (s, 1H), 7.93 
(d, 2H), 7.76 (d, 1H), 7.53 (m, 3H), 7.39 (t, 1H), 7.11 (m, 3H), 6.73 (d, 1H), 5.30 (s, 2H); 
35 ES-MS (m/z) 329 [M+l] + . 
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EXAMPLE 21 

SYNTHESIS OF 3-(4-METHOXYPHENYL)-5-NITRO-lH-INDAZOLE 



H 3 C V 




N0 2 



0 A. 3-Bromo-5 -nitro- 1 H-indazole 

The title compound was prepared as described in Example 1 A, using 5-nitro- 
lH-indazole (9.78 g, 60.0 mmol) (13.674 g, 94% yield): 'H NMR (DMSO-dg) 6 14.10 (br, 
1H), 8.48 (s, 1H), 8.25 (d, 1H), 7.78 (d, 1H); EI-MS (m/z) 243[M+2] + , 241 [M]\ 

- 5 B. 3-Bromo- 1 -r2-(methox vethoxv)methvl-5-nitro- 1 H-indazole 

The title compound was prepared as described in Example 2 A, using 3- 
bromo-5-nitro-lH-indazole (4.84 g, 20.0 mmol) (4.52 g, 68% yield): mp 74°C; 'H NMR 
(CDC1 3 ) 6 8.64 (d, 1H), 8.37 (dd, 1H), 7.69 (d, 1H), 5.82 (s, 2H), 3.69 (m, 2H), 3.50 (m, 
2H), 3.34 (s, 3H); EI-MS (m/z) 231 [M+2]\ 329 [M] + . 

10 

C. 1 -r2-(Methoxvethoxv>methvll-3-r 4methoxvDhenvlV5-nitro- 1 H-indazole 

The title compound was prepared as described in Example 2 B, using 3- 
bromo-l-[2-(methoxyethoxy)methyl]-5-nitro-lH-indazole (0.66 g, 2.0 mmol) and 4- 
methoxyphenylboronic acid (0.456 g, 3.0 mmol) (0.584 g, 82% yield): mp 65 °C; 'H NMR 
^5 (CDCI3) 6 8.72 (d, 1H), 8.14 (dd, 1H), 7.76 (d, 1H), 7.70 (d, 2H), 7.14 (d, 2H), 5.77 (s, 
2H), 3.97 (m, 2H), 3.92 (s, 3H), 3.58 (m, 2H), 3.38 (s, 3H); EI-MS (m/z) 357 [M] + . 

D. 3-(4-Methoxvphenvl)-5-nitro- 1 H-indazole 

A solution of l-[2-(methoxyethoxy)methyl]-3-(4-methoxyphenyl)-5-nitro- 
^0 lH-indazole (0.5 1 g, 1 .4 mmol) in methanol (10 mL) and 6 N hydrochloric acid solution 
(10 mL) was heated at 75 °C for 8 hours. After the reaction mixture was cooled to room 
temperature, a yellow solid was precipitated. It was recrystallized from diethyl ether to 
provide the title compound (0.270 g, 72% yield): mp 153 °C; 'H NMR (CDC1 3 ) 6 10.42 (br 
s, 1H), 8.99 (d, 1H), 8.33 (dd, 1H), 7.91 (d, 2H), 7.56 (d, 1H), 7.11 (d, 2H); ES-MS (m/z) 
55 269 [M] + . 
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EXAMPLE 22 

SYNTHESIS OF 5-NITRO-3-[3-(TRIFLUOROMETHYL)PHENYL]-lH-INDAZOLE 



0 2 N 




10 

A. 5-Nitro-3-r3-(trifluoromethvnphenvll-lH-indazoIe 

The title compound was prepared as described in Example 2 B using 3- 
trifluoromethylphenyl boronic acid (40 mg, 0.10 mmol) (23 mg, 75% yield). 'H NMR 
(DMSO-de) 6 8.95 (s, 1H), 8.36 (d, 1H), 8.3 (m, 2H), 7.85-7.8 (m, 3H); ES-MS (m/z) 308 
15 [M+l] + . 



EXAMPLE 23 

SYNTHESIS OF 3<3,4-DIMETHOXYPHENYL)-5-NrTRO-lH-INDAZOLE 



20 



N N 



H 3 C. 




H 3 C 



N0 2 



25 



A. 3-f 3 .4-DimethoxvphenvlVl -f 2-(methoxvethoxv)methyl1 -5-nitro- 1 H-indazole 

The title compound was prepared as described in Example 2 B, using 3- 
bromo-l-[2-(methoxyethoxy)methyl]-5-nitro-l H-indazole (0.50 g, 1.5 mmol) and 3,4- 
30 dimethoxyphenylboronic acid (0.40 g, 2.2 mmol) (0.467 g, 80% yield): 'H NMR (CDC1 3 ) 6 
8.97 (s, 1H), 8.35 (d, 1H), 7.70 (d, 1H), 7.51 (m, 2H), 7.06 (d, 1H), 5.89 (s, 2H), 4.01 (s, 
3H), 4.00 (s, 3H), 3.72 (m, 2H), 3.51 (m, 2H), 3.56 (s, 3H); EI-MS (m/z) 387 [M] + . 

B. 3 -C3 .4-DimethoxvphenvlV 5-nitro- 1 H-indazole 

35 The title compound was prepared as described in Example 21 D, using 3- 
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(3,4-dimethoxyphenyl)-l-[2-(methoxyethoxy)methyl]-5-nitro-lH-indazole (0.387 g, 1.0 
mmol) (0.205 g, 69% yield): mp 172-173 °C; 'H NMR (DMSO-d 6 ) 6 13.79 (br, 1H), 8.89 
(d, 1H), 8.25 (dd, 1H), 7.77 (d, 1H), 7.57 (dd, 1H), 7.51 (s, 1H), 7.17 (d, 1H), 3.88 (s, 3H), 
3.85 (s, 3H); ES-MS (m/z) 300 [M+l] + . 

EXAMPLE 24 

SYNTHESIS OF 5-NITRO-3-(3-NlTROPHENYL)-lH-INDAZOLE 



N NH 




N0 2 N0 2 



5 A. l-f2-rMethoxvethoxvtoethviy5-nitro-3-(3-nitrophenvlVlH-indazole 

The title compound was prepared as described in Example 2 B, using 3- 
bromo-l-[2-(methoxyethoxy)methyl]-5-nitro-lH-indazole (0.50 g, 1.5 mmol) and 3- 
nitrophenylboronic acid (0.376 g, 2.25 mmol) (0.487 g, 87% yield): 'H NMR (CDC1 3 ) 6 
8.98 (d, 1H), 8.86 (s, 1H), 8.30-8.42 (m, 3H), 7.77 (m, 2H), 5.94 (s, 2H), 3.74 (m, 2H), 

0 3.54 (m, 2H), 3.36 (s, 3H); EI-MS (m/z) 372 [M] + . 

B. 5-Nitro-3 -(S-nitrophenvlV 1 H-indazole 

The title compound was prepared as described in Example 21 D, using l-[2- 
(methoxyethoxy)methyl]-5-nitro-3-(3-nitrophenyl)-l H-indazole (0.42 g, 1.13 mmol) 
5 (0.208 g, 65% yield): mp 249-251 °C; 'H NMR (DMSO-d 6 ) 6 14.00 (br s, 1H), 9.00 (s, 
1H), 8.73 (s, 1H), 8.51 (d, 1H), 8.30 (m, 2H), 7.85 (m, 2H); ES-MS (m/z) 285 [M+l] + . 

EXAMPLE 25 

SYNTHESIS OF 3 -N APHTHYL-5 -N1TRO- 1H-IND AZOLE 

;o 
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A. 3-Naphthvl-5-nitro-lH-indazole 

The title compound was prepared as described in Example 2 B using 1- 
napthyl boronic acid (1 17 mg, 0.68 mmol) (90 mg, 46% yield). 'H NMR (DMSO-d 6 ) 6 
14.09 (s, 1H), 8.52 (s, 1H, 8.27 (dd, 2H), 8.11 (t, 2H) 7.86 (t, 2H), 7.73 (t, 1H), 7.6 (m, 
5 2H); ES-MS (m/z) 290 [M+l] + . 

EXAMPLE 26 

SYNTHESIS OF 3-(2-NAPHTHYL)-5-NITRO-lH-INDAZOLE 




15 

A. 3-f2-NaphtbvlVS-nitro-l H-indazole 

The title compound was prepared as described in Example 2 B using 2- 
napthyl boronic acid (51 mg, 0.68 mmol) (95 mg, 48% yield). »H NMR (DMSO-d 6 ) 6 14.01 
(s, 1H), 9.11 (s, 1H), 8.62 (s, 1H) 8.30 (d, 1H), 8.0-8.1 (m, 3H), 8.0 (m, 1H), 7.82 (d, 1H), 
20 7.6 (m, 2H); ES-MS (m/z) 290 [M+l] + . 

EXAMPLE 27 

SYNTHESIS OF 3-(5-NTmO-lH-Ir^AZOL-3-YL)FURAN 




30 

A. 3-(5-Nitro-l H-inda7.ol-3-vDfuran 

The title compound was prepared as described in Example 2 B using 3-furan 
boronic acid (51 mg, 0.45 mmol) (14 mg, 20% yield). HPLC retention time on C18 column, 
24.3 min. ES-MS (m/z) 230 [M+l] + . 

35 
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EXAMPLE 28 

SYNTHESIS OF 3-ETHOXY-l-(5-NITRO(lH-INDAZOL-3-YL))BENZENE 



0 2 N 




CH 3 



A. 3-Ethoxv-1-(5-nitroflH-indazol-3-vlV)benzene 
1 0 The title compound was prepared as described in Example 2 B using 3- 

ethoxyphenyl boronic acid (75 mg, 0.45 mmol) (75 mg, 82% yield). ES-MS (m/z) 284 
[M+l] + . 



15 



EXAMPLE 29 

SYNTHESIS OF 3 -[3 -(METHYLETHYL)PHENYL]-5 -NTTRO- 1 H-IND AZOLE 



0 2 N 




20 



OT 3 

CH 3 



A. 3-r3-(Methvlethvl)phenvn-5-nitro-lH-indazole 

The title compound was prepared as described in Example 2 B using 3- 
isopropylphenyl boronic acid (74 mg, 0.45 mmol) (40 mg, 47% yield). ES-MS (m/z) 282 
25 [M+l] + . 



EXAMPLE 30 

SYNTHESIS OF 3-[4-(METHYLETHYL)PHENYL]-5-NiTRO- 1H-IND AZOLE 



30 



0 2 N 



35 
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A. 3-r4-(Methvlethvl'>Dhenvn-5-nitro-lH-inda261e 

The title compound was prepared as described in Example 2 B using 4- 
isopropylphenyl boronic acid (74 mg, 0.45 mmol) (43 mg, 47% yield). ES-MS (m/z) 282 
[M+l] + . 

EXAMPLE 31 

SYNTHESIS OF 5-NlTRO-3-(3-PHENYLPHENYL)- 1H-IND AZOLE 



10 




A 5-Nitro-3-f3-phenvlphenvlMH-indazole 

The title compound was prepared as described in Example 2 B using 3- 
metabiphenyl boronic acid (89 mg, 0.45 mmol) (50 mg, 53% yield). ES-MS (m/z) 316 
[M+l] 4 . 

20 

EXAMPLE 32 

SYNTHESIS OF 5-NITRO-3-(4-PHENYLPHENYL)-lH-INDAZOLE 




A. 5-Nitro-3-(4-phenvlphenvlVlH-indazole 

The title compound was prepared as described in Example 2 B using 3- 
phenylphenylboronic acid (89 mg, 0.45 mmol) (52 mg, 53% yield). ES-MS (m/z) 316 
35 [M+l] + . 
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EXAMPLE 33 

SYNTHESIS OF 5-AMINO-3-(3,4-DIMETHOXYPHENYL)-lH-INDAZOLE 

TRIFLOUROACETATE 



N NH 



,0 




A. 5-Amino-3-(3 .4-DimethoxvphenvlVlH-indazole Trifluoroacetate 
15 A suspension of 3-(3,4-dimethoxyphenyl)-5-nitro-lH-indazole (0.20 g, 

0.67 mmol) and palladium (10 wt % on activated carbon, 30 mg) in ethanol (20 mL) with 
5 drops of concentrated hydrochloric acid was stirred under hydrogen at ambient 
temperature for 24 hours. It was filtered with celite and washed with ethanol. The filtrate 
was concentrated and the residue was purified by preparative HPLC to provide the title 
20 compound (0.021 g, 12% yield): mp 150°C (dec); 'H NMR (DMSO-d 6 ) 6 13.4 (br s, 1H), 
9.8 (br s, 2H), 7.96 (s, 1H), 7.68 (d, 1H), 7.46 (m, 2H), 7.32 (d, 1H), 7.13 (d, 1H), 3.87 (s, 
3H), 3.83 (s, 3H); ES-MS (m/z) 270 [M+l] + . 

EXAMPLE 34 

25 SYNTHESIS OF 5-AMENO-3-(4-METHOXYPHENYL)- 1 H-IND AZOLE 

HYDROCHLORIDE 



30 




CI 



NH 2 
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A. 5-Amino-3-( 4-methoxvphenylVlH-indazole Hydrochloride 

The title compound was prepared as described in Example 33 A, using 3-(4- 
methoxyphcnyl)-5-nitro-lH-indazole (0.22 g, 0.8 mmol) (0.121 g, 55% yield): mp 240°C 
(dec); "H NMR (DMSO-d 6 ) 6 13.0 (br s, 1H), 10.45 (br s, 2H), 8.10 (s, 1H), 7.85 (d, 2H), 
> 7.72 (d, 1H), 7.41 (dd, 1H), 7.13 (d, 2H); ES-MS (m/z) 240 [M+l] + . 

EXAMPLE 35 

SYNTHESIS OF 3-[3^TRIFLUOROMETHYL)PHENYL]-lH-INDAZOLE-5-YLAMINE 




F 3 C 

A. S-fS-fTrifluoromethvltphenvll-lH-indazole-S-vlamine 

The title compound was prepared as described in Example 36 (1 5 mg, 5% 
yield). 'H NMR (DMSO-d 6 ) 5 13.02 (s, 1H), 8.20 (d, 1H), 8.16 (s, 1H), 7.7-7.68 (m, 2H), 
7.34 (d, 1H), 7.1 1 (s, 1H), 6.86 (d, 1H), 5.0 (br s, 2H); ES-MS (m/z) 278 [M+l] + . 

20 . 

EXAMPLE 36 

SYNTHESIS OF 3-(4-FLUROPHENYL)-lH-I^AZOLE-5-YLAMINE 



F 



25 




30 A. 3-(4-FluorophenvP- 1 H-indazole-5-vlamine 

To a solution of l-{[3-(4-fluorophenyl)-5-nitro(lH-indazolyl)]methoxy}-2- 

methoxyethane (100 mg, 0.29 mmol) in ethanol (30 mL) was added a scoup of Pd/carbon. 
The reaction was stirred overnight at room temperature under an atmosphere of hydrogen. 
It was filtered over celite and the solution concentrated to an oil. The oil was taken up in 
35 methanol (20 mL) and 6N HC1 (20 mL) and the solution was heated to 75 °C for 3 hours. 
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The solution was concentrated under vacuo, added to saturated bicarbonate (100 mL) and 
extracted with ethyl acetate (3 x 30 mL). The organic layers were dried (Na 2 S0 4 ), 
concentrated to an oil and chromatographed on silica gel, eluting with 50% ethyl 
acetate/hexane to give the title compound (35 mg, 53% yield). *H NMR (CDC1 3 ) 8 10.1 (br 
5 s, 1H), 7.89 (dd, 1H), 7.23-7.16 (m, 4H), 6.91 (dd, 1H), 3.6 (br s, 1H); ES-MS (m/z) 228 
[M+l] + . 

EXAMPLE 37 
SYNTHESIS OF ETHYL[3-(4-FLUOROPHEl^ 

10 

F 



15 




H 



A. Ethvlf3-(4-fluorophenviyi H-ind azol- 5 - vOl amine 

To a solution of 1 - {[3-(4-fluorophenyl)-5-nitro( 1 H-indazolyl)]methoxy} -2- 
methoxyethane (100 mg, 0.29 mmol) in ethanol (30 mL, containing a contaminant of 

20 acetaldehyde) was added a scoup of Pd/carbon. The reaction was stirred overnight at room 
temperature under an atmosphere of hydrogen. It was filtered over celite and the solution 
concentrated to an oil. The oil was taken up in methanol (20 mL) and 6N HC1 (20 mL) and 
heated to 75° C for 3 hours. The solution was concentrated under vacuo, added to saturated 
bicarbonate (100 mL), and extracted with ethyl acetate (3 x 30 mL). The organic layers 

25 were dried (Na 2 S0 4 ), concentrated to an oil and chromatographed on silica gel, eluting with 
50% ethyl acetate/hexane to give the title compound (8 mg, 1 1% yield). *H NMR (CDC1 3 ) 
6 10.4 (br s, 1H), 7.91 (dd, 2H), 7.26-7.17 (m, 3H), 6.99 (s, 1H), 6.84 (dd, 1H), 3.21 (q, 
2H), 1 .3 1 (t, 3H); ES-MS (m/z) 256 [M+l] + . 

30 



35 
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EXAMPLE 38 

SYNTHESIS OF N-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)] (2- 

METHYLPHENYL)CARBOXAMIDE 




10 



To a solution of l-{[3<4-fluorophenyl)-5-aniino(lH-iiidazolyl)]methoxy}-2- 
methoxyethane (100 mg, 0.32 mmol) in pyridine (3 mL) was added benzoyl chloride (45 uL, 
0.38 mmol). The solution was stirred for 12 hours when water (80 mL) was added and the 
solid filtered. The solid was then taken up in methanol (3 mL) and 6N HC1 (3 mL) and 
15 heated to 80°C for 3 hours. Water (80 mL) was then added and the solid filtered and dried 
to give the title compound (20 mg, 19% yield). ! H NMR (DMSO-d 6 ) 6 13.3 (br s, 1H), 
10.37 (s, 1H), 8.57 (s, 1H), 8.0-7.9 (m, 5H), 7.78 (d, 1H), 7.6-7.5 (m, 4H), 7.40 (t, 2H); 
ES-MS (m/z) 332 [M+l] + . 

20 EXAMPLE 39 

SYNTHESIS OF N-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)](2- 

METHOXYPHENYL)CARB OXAMIDE 



25 




A. N-r3-r4-Fluorophenvl¥lH-ir»da7.ol-5-vni f2-methoxvpheTivl)carboxamide 
30 The title compound was prepared as described in Example 3 8 using 2- 

methoxybenzoyl chloride (73 uL, 0.45 mmol) (45 mg, 39% yield). l H NMR (DMSO-d,) 6 
13.2 (br s, 1H), 10.35 (s, 1H), 8.55 (s, 1H), 7.98 (dd, 2H), 7.78 (d, 1H), 7.58 (d, 2H), 7.54 
(s, 1H), 7.46 (t, 1H), 7.39 (t, 2H), 7.16 (dd, 1H), 3.85 (s, 3H); ES-MS (m/z) 362 [M+l] + . 



35 
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EXAMPLE 40 

SYNTHESIS OF N-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)](4- 

PHENYLPHENYL)CARBOXAMIDE 




10 

A. N-f3-f4-Fluorophenvn(lH-indazol-5-vD](4-phenvlphenvDcarboxamide 

The title compound was prepared as described in Example 38 using 4- 
phenylbenzoyl chloride (83 mg, 0.45 mmol) (55 mg, 42% yield). 'H NMR (DMSO-d 6 ) 
6 13.3 (br s, 1H), 10.41 (s, 1H), 8.59 (s, 1H), 8.1 1 (d, 2H), 7.99 (dd, 2H), 7.8 (m, 3H), 7.77 
15 (d, 3H), 7.60 (d, 1H), 7.52 (t, 2H), 7.44 (d, 1H), 7.39 (d, 1H); ES-MS (m/z) 408 [M+l] + . 



EXAMPLE 41 

SYNTHESIS OF BENZO[B]THIOPHEN-2-YL-N-[3-(4-FLUOROPHENYL)(lH- 

INDAZOL-5-YL)]CARBOXAMlDE 



20 



25 




A. Benzor[p]thiophen-2-vl-N-r3-(4-fluorophenvnnH-indazol-5-vDlcarboxamide 

The title compound was prepared as described in Example 38 using 2- 
thiophenecarbonyl chloride (75 mg, 0.45 mmol) (48 mg, 39% yield). 'H NMR (DMSO-d 6 ) 
30 8 13.3 (br s, 1H), 10.66 (s, 1H), 8.55 (s, 1H), 8.41 (s, 1H), 8.1-7.9 (m, 4H), 7.80 (d, 1H), 
7.63 (d, 1H), 7.50 (m, 2H), 7.41 (t, 2H); ES-MS (m/z) 388 [M+l] + . 



35 
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EXAMPLE 42 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5- 

YL)] (PHENYLSULFONYL) AMINE 




10 

A. r3-(4-Fluorophenvl¥lH-indazol-5-vnifphenvlsulfonvnamine 

The title compound was prepared as described in Example 38 using 
phenylsulfonyl chloride (56 uL, 0.45 mmol) (55 mg, 42% yield). 'H NMR (DM&Mj) 8 
13.25 (s, 1H), 10.1 (s, 1H), 7.77 (dd, 2H), 7.7-7.6 (m, 2H), 7.6-7.5 (m, 4H), 7.46 (d, 1H), 
15 7.38 (t, 2H), 7.12 (dd, 1H); ES-MS (m/z) 368 [M+lf. 



20 



EXAMPLE 43 

SYNTHESIS OF METHYL 4-{N-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5 

YL]CARBAMOYL}BENZOATE 




H 3 C 

25 

A. Methyl 4- IN-f 3-(4-fluorophenvD-lH-indazol-5-vncarbamovUben2oate 

The title compound was prepared as described in Example 38 using methyl 4- 
carboxybenzoyl chloride (87 mg, 0.45 mmol) (35 mg, 28% yield). 'H NMR (DMSO-d 6 ) 6 
13.3 (s, 1H), 10.6 (s, 1H), 8.56 (s, 2H), 8.12 (s, 4H), 7.98(d<L 2H), 7.80 (d, 1H), 7.61 (d, 
30 1H), 7.40 (t, 2H), 3.91 (s, 3H); ES-MS (m/z) 390 [M+l] + . 
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EXAMPLE 44 

SYNTHESIS OF N-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-2- 

PYRIDYLCARBOXAMIDE 




A. N-[3-r4-Fluorophenvl')(lH-indazol-5-vl'>1-2-pvridvlcarboxaiiiide 

The title compound was prepared as described in Example 38 using pyridine- 
2-carbonyl chloride hydrochloride (40 uL, 0.45 mmol) (35 mg, 33% yield). ! H NMR 
(DMSO-d 6 ) 6 13.3 (s, 1H), 10.8 (s, 1H), 8.77 (d, 1H), 8.72 (s, 1H), 8.19 (d, 1H), 8.09 (dt, 
15 1H), 8.0-7.9 (m, 3H), 7.7 (t, 1H), 7.59 (d, 1H), 7.40 (t, 2H); ES-MS (m/z) 333 [M+l] + . 



EXAMPLE 45 

SYNTHESIS OF 4-{N-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]CARBAMOYL} 

BENZOIC ACID 



20 

H 




A. 4- (N-f 3-(4-Fluorophenvl)-lH-indazol-5-yl')carbamovl>benzoic acid 

The title compound was prepared as described in Example 48 (1 1 mg, 85% 
yield). 'H NMR (DMSO-d^ 6 13.2 (s, 1H), 10.5 (s, 1H), 8.56 (s, 1H), 8.10 (s, 4H), 7.99 
30 (dd, 1H), 7.8 (d, 1H), 7.61 (d, 1H), 7.40 (t, 2H); ES-MS (m/z) 376 [M+l] + . 



35 
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EXAMPLE 46 

SYNTHESIS OF CYCLOPROPYL-N-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5 

YL)]CARBOXAMIDE 




10 

A. Cvclopropvl-N-r3-(4-fluoroT>henvl¥lH-indazol -5-vnicarboxamide 

The title compound was prepared as described in Example 38 using 
cyclopropyl carbonyl chloride (40 uL, 0.45 mmol) (35 mg, 33% yield). J H NMRj(DMSO-d 6 ) 
6 13.2 (br s, 1H), 10.3 (s, 1H), 8.45 (s, 1H), 7.92 (dd, 2H), 7.51 (d, 2H), 7.37 (t, 2H), 1.8 
15 (m, 1H), 0.81 (m, 4H); ES-MS (m/z) 296 [M+l] + . 

EXAMPLE 47 

SYNTHESIS OF METHYL 4- {N-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-^X)]-N- 

METHYLC ARB AMO YL} BENZO ATE 

20 



25 



H 3 COOC 




A. Methvl4-rN-l3-f4-fluorot>henvlVl-rf2-methoxvethoxv^met hv1l-1H-indazole-5- 
vl\ carbamovDbenzoate 

30 To a suspension of 1 - {3-fluorophenyl)-5-amino(lH-indazoloyl)]methoxy} -2- 

methoxyethane (1.51 g, 3.17 mmol) in dichloromethane (55 mL) was added triemylamine 
(4.75 g, 4.75 mmol), and 4-(dimenthyIamino)pyridine (193 mg, 1.58 mmol). The solution 
was allowed to stir for 15 minutes, then terephthalic acid chloride hydrochloride (753 mg, 
3.80 mmol) was added. The reaction mixture was allowed to stir for 18 hours. The solution 

35 was acidified to pH 8 using 5% HC1 and extracted with dichloromethane. The extracts were 
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dried over sodium sulfate, filtered and concentrated. The residue was purified by 
chromoatography (Si0 2 , 60% ethyl acetate/hexanes) to provide the title compound (136 g. 
60% yield). ! H NMR (DMSO-d 6 ) 6 10.57 (s, 1H) 5 8.54 (s, 1H), 8.09 (s. 4H), 7.95 (m, 2H), 
7.83 (m, 2H), 5.83 (s, 2H), 3:88 (s, 3H), 3.60 (t, 2H), 3.38 (m, 2H), 3.16 (s, 3H); ES-MS 
5 (m/z) 478 [M+l] + . 

B. Methyl 4-<N-(3-ffluorophenvlVl-ra-mefo^ 
methvlcarbamovl)benzoate 

To a flask containing Example 47 A (300 mg, 0.628 mmol) in dimethyl 

10 fonnamide (12 mL), was added 1.0 M sodium bis-trimethylsilyl amide (0.753 mL in THF). 
The solution was stirred for 30 minutes. Methyl Iodide (134 mg, 0.942 mmol) was then 
added and stirring continued at room temperature for 18 hours. The solution was condensed 
and water (25 mL) added. The aqueous phase was extracted with ethyl acetate. The 
extracts were combined, dried over sodium sulfate, filtered and condensed to give an oil. 

1 5 The oil was purified by chromatography (Si0 2 , 60% ethyl acetate/ hexanes ) to afford the 
title compound (220 mg, 74% yield). *H NMR (DMSO-d 6 ) 6 7.90 (m, 3H), 7.69 (m, 3H) ? 
7.43 (br s, 2H), 7.32 (t, 3H), 5.75 (s, 2H), 3.72 (s, 3H), 3.54 (m, 2H), 3.43 (s, 3H), 3.09 
(s, 3H); ES-MS (m/z) 492 [M+l] + . 

20 C. Methyl 4- {N-r3-(4-fluorophenvl)( lH-indazol-5-vl)]-N-methvlcarbamovl)}benzoate 

To a solution containing Example 47 B (229 mg, 0.466 mmol) in methanol 
(7 mL) was added 6N HC1 (7 mL). The reaction mixture was allowed to stir at room 
temperature for 18 hours. The resulting precipitate was filtered, dried and purified by 
chromatography (Si0 2 , 40% ethyl acetate/ hexanes ) to afford the title compound (100 mg, 

25 53% yield). 'H NMR (DMSO-d 6 ) 6 13.26 (s, 1H), 7.86 (s, 3H), 7.71 (br s, 2H), 7.41 (br s, 
3H), 7.26 (m, 3H), 3.72 (s, 3H), 3.42 (s, 3H); ES-MS (m/z) 404 [M+l] + . 



30 



35 
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FX AMPLE 48 

SYNTHESIS OF 4-{N-[3-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N- 

METHYLC ARB AMOYL} BENZOIC ACID 




10 

A . ^- {{N-muorop^^vlVIH-indaz nl-^-vl^-N-methYlnarbRTTiovUbenzoicacid 

To a solution containing Example 47 C (100 mg, 0.250 mmol) in . 
tetrahydrofuran (5 mL) and water (5 mL), was added lithium hydroxide hydrate (52 mg). 
15 The solution was allowed to stir at room temperature for 3 hours. The reaction mixture was 
acidified using 5% HC1. The solution was condensed to afford a solid which was filtered and 
dried to provide the title compound (93 mg, 89% yield). >H NMR (DMSO-d 6 ) 6 13.28 (br 
s, 1H), 13.01 (br s, 1H), 7.85 (s, 3H), 7.67 (s, 2H), 7.29 (m, 6H), 3.42 (s, 3H); ES-MS 
(m/z) 390 [M+l] + . 

20 

F Y AMPLE 49 

SYNTHESIS OF METHYL 3-{N-[(4-FLUOROPHENYL)-lH-INDAZOL-5-YL} 

CARBAMOYL} BENZOATE 



25 




C0 2 CH 3 



30 



A. 



Methyl ^-{xr-r4.fluoro f ^ Yn-1 -perhvdro-?.H nvran-2-yl-1H-indazol-5- 

v1]carbamnyUbenzoate 

To a solution of isophthalic acid monomethyl ester (138 mg, 0.770 mmol) in 
35 dimethyl formamide (8 mL) was added l-emyl-(3-dimemylammo)carbomimide 
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hydrochloride ( 1 47 mg, 0.770 nimol). The mixture was allowed to stir for 20 minutes, then, 
2-[3-(4-fluorophenyl)-5-amino-lH-indazoloyl]perhydro-2H-pyran (200 mg, 0.642 mmol) 
was added. The reaction mixture was stirred at ambient temperature for 18 hours. The 
solution was condensed and extracted with water and ethyl acetate. The extracts were dried 
5 over sodium sulfate, filtered and condensed to afford the title compound (180 mg, 60% 
yield). 'H NMR (DMSO-d 6 ) 6 10.56 (s, 1H), 8.52 (s, 1H), 8.09 (s, 4H), 7.93 (s, 2H), 7.80 
(m, 2H), 7.3S (t, 2H), 5.90 (d, 1H), 3.88 (s, 3H), 3.79 (br s, 1H), 2.05 (br s, 2H), 1.79 (br s, 
1H), 1 .60 (br s, 2H); ES-MS (m/z) 474 [M+l] + . 

10 B. Methyl 3- {N-f4-fliiorophenvl)-lH-indazol-5-vl)caibamovl)benzoate 

The title compound was prepared as described in Example 47 C (140 mg, 
94% yield). 'H NMR (DMSO-dg) 6 13.22 (br s, 1H), 10.55 (s, 1H), 8.54 (d, 2H), 8.25 (d, 
1H), 8.15 (d, 1H), 7.96 (m, 2H), 7.69 (m, 3H), 7.37 (t, 2H), 3.90 (s, 3H); ES-MS {m/z) 390 
[M+l] + . 

15 

EXAMPLE 50 
SYNTHESIS OF 3-{N-[3-(4-FLUOROPHENYL)-lH- 
INDAZOL-5-YL1CARBAMOYL} BENZOIC ACID 



25 




A. 3- (N-f3-( 4-F1 uorophenyl V 1 H-indazol-5-yll carbamoyl > benzoic acid 

The title compound was prepared as in Example 48 A (32 mg, 67% yield). 
'H NMR (DMSO-d 6 ) 6 13.23 (br s, 2H), 10.52 (s, 1H), 8.53 (d, 2H), 8.21 (d, 1H), 8.1 1 (d, 
30 1H), 7.95 (m, 2H), 7.66 (m, 3H), 7.37 (m, 2H); ES-MS (m/z) 376 [M+l] + . 



35 
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FY AMPLE 51 

SYNTHESIS OF N-[3-(4-FLUOROPHENYL)-(lH-INDAZOL-5-YL)][4-(N- 
METHYLCARBAMOYL)PHENYL]CARBOXAMIDE 



H 3 C 




10 



A. 



phenvllcarboxamide 



The product of example 45 (50 mg, 0.128 mmol) in methylamine (40% in 
15 water, 3mL) was heated in a sealed tube at 100°C for two hours. The resulting precipitate 
was filtered and washed with small portions of ethyl acetate to afford the title compound (33 
mg 67% yield). 'H NMR (DMSO-d d ) 6 13.22 (br s, 1H), 10.41 (s, 1H), 8.58 (m, 1H), 8.52 
(s, 'lH), 8.00 (m, 6H), 7.75 (d, 1H), 7.56 (d, 1H), 7.36 (t, 2H), 2.79 (m, 3H); ES-MS (m/z) 
389[M+1] + . 

20 

FX AMPLE 52 

SYNTHESIS OF 4-{N-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5- 



YL)CARBAMOYL} BENZAMDOE 




A . a- /N-r3-C4-F1 iioro phenvD-i TT-indazol-5- v11carbamovl>benzamide 

The product of example 45 (195 mg, 0.500 mmol) in concentrated 
ammonium hydroxide (5 mL) and ammonium chloride (1 .00 mg) was heated in a sealed tube 
35 at 100°C for 4 hours. The resulting precipitate was filtered, dried and purified by 
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chromatography (Si0 2 , 80% ethyl acetate/hexanes) to provide the title compound (25 mg, 
13% yield). *H NMR (DMSO-c^) 6 13.24 (br s, 1H), 10.42 (s, 1H), 8.53 (s, 1H), 8.12 (s, 
1H), 7.97 (m, 6H), 7.74 (d, 1H), 7.55 (m, 2H), 7.37 (t, 2H); ES-MS (m/z) 375 [M+lf. 

EXAMPLE 53 

SYNTHESIS OF 1. 4-{N-[3-(4-METHOXYPHENYL)-lH-INDAZOL-5- 

YL] CARBAMOYL} BENZOIC ACID 



10 



CH 3 




15 

A. 4-Methox v- 1 -( 5-nitro- 1 -perhydro-2H-pvran-2-vl( 1 H-indazol-3- vfObenzene 

To a solution of 2-(3-bromo-5-nitro-lH-indazolyl)perhycho-2H-pyran (0.5 g, 
J .53 mmol) in ethylene glycol dimethyl ether (10 mL) was added 4-methoxy phenyl boronic 
acid (0.349 g 3 2.3 mmol), [l,r-bis(diphenylphosphino)-ferrocene] complex with 

20 dichloromethane (1:1) (0.177 g, 0.153 mmol) and potassium phosphate (1.62 g, 7.65 mmol). 
The reaction mixture was heated to reflux temperature for 12 hours. The solvent was then 
evaporated to dryness and the residue was dissolved in 10 mL of ethyl acetate. The 
heterogeneous solution was washed 3 times with 5 mL of water and once with 5 mL of 
brine. The organic layer was dried over Na 2 S0 4 and evaporated to dryness. The resulting 

25 brown solid was adsorbed on silica gel and purified by column chromatography (80:20 

hexanes/ethyl acetate) to provide the title compound (0.41 1 g, 65% yield): ES-MS (m/z) 354 
[M+H] + . 

B. 3-( 4-Methox vphenvl)- 1 -perhvdro-2H-pvran-2-yl- 1 H-indazole-5-vlamine 

30 To a solution of 4-methoxy- 1 -(5 -nitro- 1 -perhydro~2H-pyran-2-yl( 1 H- 

indazol-3-yl))benzene (0.41 1 g, 1.16 mmol) in ethyl acetate (15 mL), purged with nitrogen 
gas was added 15 mg of palladium on activated carbon (10 wt. %). The flask was purged 
with hydrogen and the reaction was stirred at room temperature for 6 hours under 1 atm of 
H 2 . The catalyst was filtered and washed twice with 5-mL portions of ethyl acetate. The 

35 
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filtrate was concentrated to dryness to afford the title compound (0.347 g, 92% yield): ES- 
MS (m/z) 324 jM+l]\ 

C. Methvl 4- {N-H-(4-methoxvDhenvD-lH-indazol-5-v 11carbamovl>benzoate 
5 To a solution of 3-(4-methoxyphenyl)-l-perhydro-2H-pyran-2-yl-lH- 

indazole-5-ylamine (0.347 g, 1.07 mmol) in tetrahydrofuran (8.5 mL) was added triethyl 
amine (0.224 mL, 1 .605 mmol). The solution was cooled to 0°C before 4-methoxybenzoyl 
chloride was added as a solid in one portion (0.234 g, 1 .17 mmol). The reaction was stirred 
at room temperature for 48 hours. The crude reaction mixture was partitioned between 
10 water and ethyl acetate. A white solid insoluble in water ethyl acetate or dichloromethane 
was removed by filtration. The filtrate was evaporated to dryness and purified by 
chromatography (Si0 2 , 20-50% ethyl acetate in hexanes). The title compound was isolated 
as a pale pink solid (0.099 g, 1 9% yield): ES-MS (m/z) 486 [M+l] + . 

15 D. Methvl 4-(N-H-<'4-methoxvphenvlVlH-in da7.ol-5-vncarbamovUbenzoate 

To a solution of methyl 4-{N-[3-(4-methoxyphenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazol-5-yl]carbamoyl}benzoate (0.099 g, 0.20 mmol) in anhydrous tetrahydrofuran 
(5 mL), 6.0N aqueous HC1 was added (5 mL). The solution was stirred at room temperature 
for 48 hours. The reaction mixture was then neutralized with saturated aqueous sodium 

20 bicarbonate and the organic layer was extracted with ethyl acetate (10 mL, 3 times). The 
organic layer was dried over Na^CX, and evaporated to dryness to afford the title compound 
(0.081 g, quantitative yield): ES-MS (m/z) 402 [M+l] + . 

g A-{N-r3-r4-methnxvnhenvlVlH-indazol -5-vncarbamovn benzoic acid 
25 To a solution of methyl 4- {N-[3-(4-methoxyphenyl)-lH-indazol-5- 

yl]carbamoyl}benzoate (0.089 g, 0.20 mmol) in THF (3 mL) was added lithium hydroxide 
monohydrate as a solid in one portion (0.042 g, 1.0 mmol). Water was added to aid 
solubility (0.5 mL). The reaction was stirred at room temperature for 12 hours. The pH of 
the solution was adjusted to 8, using 2.0 N NaOH. The aqueous phase was washed with 
30 ethyl acetate (2 x 10 mL). The pH was raised to 5 using 2.0 N aqueous HC1 resulting in the 
precipitation of the title compound as a pink solid that was filtered and washed with small 
portions of diethyl ether. The compound was further purified by trituration in a 1 : 1 mixture 
of diethyl ether and hexanes (0.028 g, 36% yield): 'H NMR (DMSO-d 6 ) 13.1 (s, 1H), 10.5 
(s, 1H), 8.5 (s, 1H), 8.1 (s, 2H), 7.8 (d, 2H), 7.7 (d, 2H), 7.5 (d, 2H), 7.1 (d, 2H), 3.8 (s, 
35 3H); ES-MS (m/z) 388 [M+l] + . 
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EXAMPLE 54 

SYNTHESIS OF 4-[N-(3-(4-PYIODYLH 

ACID 




H 



A. 2 - ( 5 -Ni tro-3 -(4-pvridylV 1 H-indazol vl^perhvdro-2H-p vran 

The title compound was prepared according to the procedure described in 
example 53 using 2-(3-bromo-5-nitro-lH-indazolyl)perhydro~2H-pyran (0.300 g^0.92 
mmol), 4-pyridyl boronic acid (0.170 g, 1.38 mmol), l,r-bis(diphenylphosphino)-ferrocene] 
1 5 complex with dichloromethane (1 :1) (0.106 g, 0.092 mmol) and potassium phosphate (0.975 
g, 4.6 mmol) (0.200 g, 67% yield): ES-MS (m/z) 325 [M+l]\ 



B. 1 -Perhvdro-2H-pvran"2-vl-3-(4-pvridvn-lH-indazole-5-vlamine 

The title compound was prepared by hydrogenolysis using 2-(5-nitro-3-(4- 
20 pyridyl)- lH-indazolyl)perhydro-2H-pyran (0.200 g, 0.615 mmol), palladium on activated . 
carbon (10 wt. %, 10 mg) under 1 atm of hydrogen (0.158 g, 87% yield): ES-MS (m/z) 295 :, 
[M+l] + . 

C. Methyl 4-[N-( 1 -perhvdro-2H-pyran-2-vl-3-r4-pvridvn-lH-inda2ol-5- 
25 vPcarbamovllbenzoate 

The title compound was prepared using l-perhydro-2H-pyran-2-yl-3-(4- 
pyridyl)-lH-indazole-5-ylamine (0.158 g, 0.54 mmol), 4-methoxybenzoyl chloride (0.215 g, 
1.08 mmol), and triethylamine (0.150 mL, 1.08 mmol). After 3 h at room temperature and 
work-up, the product was isolated and used without further purification (0.158 g, 64% 
30 yield): ES-MS (m/z) 457 [M+l] + . 

D. Methyl 4-|T^-G-r4-pvridvlVlH-indazol-5-vDcarbamovl1benzoate 

The title compound was prepared using methyl 4-[N-(l-perhydro-2H-pyran-2- 
yl-3-(4-pyridyl)-lH-indazol-5-yl)carbamoyl]benzoate (0.158 g, 035 mmol) as a solution in 

35 
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tetrahydrofiiran (3 mL) and 6.0 N aqueous HC1 (5 mL). The intermediate was isolated and 
used without further purification (0.129 g, quantitative): ES-MS (m/z) 373 [M+l] + . 

E. 4-rN-f3-f4-PvridvlVlH-mdazol-5-vDcarbamovl1benzoic acid 
5 The title compound was prepared using methyl 4-[N-(3 -(4-pyridyl)- 1 H- 

indazol-5-yl)carbamoyl]benzoate (0.129 g, 0.35 mmol) and hthium hydroxide mono hydrate 
(0.075 g, 1.8 mmol) in tetrahydrofuran (5 mL). The compound was isolated as a beige 
powder that was washed with small portions of diethyl ether (5 mL). (0.091 g, 70.5% yield) 
'H NMR (DMSO-d 6 ) 10.2 (s, 1H), 8.5 (m, 3H), 7.9-7.8 (m, 6H), 7.6 (s, 2H); ES-MS (m/z) 
10 359[M+1] + . 

EXAMPLE 55 

SYNTHESIS OF N-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)BENZAMIDE 



H 



15 




20 a. N-[3-(4-Fluorophenyl)(lH-Indazol-5-yl)]benzamide 

To a solution of l-{[3-(4-fluorophenyl)-5-amino(lH-indazolyl)]methoxy}-2- 
methoxyethane (100 mg, 0.32 mmol) in pyridine (3 mL) was added benzoyl chloride (45 uL, 
0.38 mmol). The solution was stirred for 12 hours when water (80 mL) was added and the 
solid filtered. The solid was then taken up in methanol (3 mL) and 6N HC1 (3 mL) and 

25 heated to 80 °C for 3 hours. Water (80 mL) was then added and the solid filtered and dried 
to give the title compound (20 mg, 19% yield). J H NMR (DMSO-d 6 ) 6 13.3 (br s, 1H), 
10.37 (s, 1H)> 8.57 (s, 1H), 8.0-7.9 (m, 5H), 7.78 (d, 1H), 7.6-7.5 (m, 4H), 7.40 (t, 2H); 
ES-MS (m/z) 332 [M+l] + . 
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EXAMPLE 56 

SYNTHESIS OF [3,4-BIS(TRIFLUOROMETHYL)PHENYL]-N-[3-(4- 
FLUOROPHENYL)(lH-INDAZOL-5-YL)]CARBOXAMIDE 




F 

10 

A. f3.5-bis(Trifluoromethvl>phenvl1-N-r3-(4-fluoroDhenvlVlH-in<iazol-5- 
vl)"|carboxamide 

The title compound was prepared as described in Example 55 A using 3,5- 
15 ditrifluoromethylphenylbenzoyl chloride (69 uL, 0.38 mmol) (20 mg, 11% yield). 'H NMR 
(DMS0-d 6 ) 6 13.3 (brs, 1H), 10.79 (s, 1H), 8.68 (s, 2H), 8.53 (s, 1H), 8.40 (s, 1H), 7.99 
(dd, 2H), 7.79 (d, 1R), 7.64 (d, 1H), 7.40 (t, 2H); ES-MS (m/z) 468 [M+l] + . 

EXAMPLE 57 

20 SYNTHESIS OF N-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)3-2- 

FURYLCARBOXAMIDE 



H 



25 




A. N-f 3-( 4-FluorophenvlV 1 H-indazol-5-vD 1 -2-furvlcarboxamide 
30 The title compound was prepared as described in Example 55 A using 2-furyl 

chloride (38 uL, 0.38 mmol) (20 mg, 16% yield). 'H NMR (DMSO-d 6 ) 6 13.3 (br s, 1H), 
10.32 (s, 1H), 8.51 (s, 1H), 8.0-7.94 (m, 3H), 7.78 (d, 1H), 7.58 (d, 1H), 7.4-7.34 (m, 3H), 
7.72 (s, 1H); ES-MS (m/z) 322 [M+l] + . 
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FX AMPLE 58 

SYNTHESIS OF N-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)] 
(3,4-DICHLOROPHENYL)CARBOXAMIDE 




10 A. 



15 



Ts?.n-r4-FluoroP^vlV1 H-lnd ^ n1-5-vmf3.4-Dich1orophenyl)Carboxainide 

The title compound was prepared as described in Example 55 A using 3,4- 
dichlorophenylbenzoyl chloride (80 mg, 0.38 mmol) (20 mg, 1 1% yield). *H NMR (DMSO- 
d*) 6 13.3 (br s, 1H), 10.52 (s, 1H), 8.52 (s, 1H), 8.28 (s, 1H), 8.0-7.9 (m, 3H), 7.85 (d, 
1H), 7.78 (d, 1H), 7.61 (d, 1H), 7.40 (t, 2H); ES-MS (mix) 400 [M+l] + . 

F.XAMPLE 59 

SYNTHESIS OF N-[3-/.4-FLUOROPHENYL)(lH-INDAZOL-5-YL)](2- 

HYDROXYPHENYL)CARBOXAMIDE 



20 




25 

A . M-p-r4-Fluoror^«nv1vm-in d ^n1-5-vnU2-hvdroxvphenyl)carboxamide 

The title compound was prepared as described in Example 55 A using 2- 
(chlorocarbonyDphenyl acetate (76 m g ; 0.38 mmol) (20 mg, 15% yield). 'H NMR (DMSO- 
^ 6 13.3 (br s, 1H), 12.0 (br s, 1H), 10.53 (s, 1H), 8.47 (s, 1H), 8.0-7.9 (m, 3H), 7.64 (dd, 
30 2H), 7.4-7.3 (m, 3H), 6.9-7.0 (m, 2H); ES-MS (m/z) 348 [M+l] + . 



35 
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EXAMPLE 60 

SYNTHESIS OF (2-{N-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5- 
YL]CARB AMOYL} PHENYL)METHYL BENZOATE 



H 



0 




A. (2-IN-r3-(4-FluorophenvlVlH-indazol-5-vllcarbamovl>phenvl)methvlbenzoate 

The title compound was prepared as described in Example 55 A using (2- 
5 (chlorocarbonyl)phenyl)methyl benzoate (105 mg, 0.38 mmol) (11 mg, 15% yield). 'H NMR 
(DMSO-d 6 ) 6 13.2 (br s, 1H), 10.55 (s, 1H), 8.47 (s, 1H), 7.9-7.8 (m, 4H), 7.6-7.5 (m, 7H), 
7.4-7.3 (m, 4H), 5.57 (s, 2H); ES-MS (m/z) 466 [M+l] + . 

EXAMPLE 61 

0 SYNTHESIS OF N-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-4- 

PYRJDYLCARBOXAMIDE 



H 



:5 




A. N-r3-(4-Fluorophenvl)riH-indazol-5-vl)1-4-t>vridvIcarboxamide 

The title compound was prepared as described in Example 55 A using 
pyridine-4-carbonyl chloride hydrochloride (119 mg, 0.67 mmol) (27 mg, 15% yield). 'H 
NMR (CDC1 3 ) 6 13.30 (s, 1H), 10.61 (s, 1H), 8.82 (s, 1H), 8.56 (s, 1H), 8.0-7.9 (m, 4H), 
7.78 (d, 1H), 7.62 (d, 1H), 7.40 (t, 2H); ES-MS (m/z) 333 [M+l] + . 
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EXAMPLE 62 

SYNTHESIS OF N-[3K4-FLUOROPHENYL)(lH-INDAZOL«5-YL)]-3-. 

PYRIDYLCARBOXAMIDE 



H 




F 

.0 

A. N"r3-(4~FluorophenvlVlH-indazol>5"VD1-3"pvridvlcarboxamide 

The title compound was prepared as described in Example 55 A using 

■ 

pyridine-3-carbonyl chloride hydrochloride (152 mg, 0.86 mmol) (29 mg, 10% yield).). 'H 
15 NMR (CDC1 3 ) 6 13.28 (s, 1H), 10.55 (s, 1H), 9.17 (s, 1H), 8.78 (d, 1H), 8.57 (s, 1H), 8.34 
(d, 1H), 7.99 (dd, 2H), 7.78 (d, 1H), 7.63-7.57 (m, 2H), 7.40 (t, 2H); ES-MS (m/z) 333 
[M+ 1] + . 

EXAMPLE 63 

i0 SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)](4- 

PYPJDYLMETHYL)AMINE 



15 




A. f3-(4-Fluorophenvl)flH-indazol-5-vDf4-pvridvlmethvl)airiine 
50 To a solution of N-[3-(4-fluorophenyl)(lH-indazol-5-yl)]-4- 

pyridylcarboxamide (50 mg, 0.12 mmol) in THF (3 mL) was added lithium aluminum 
hydride (LAH) (9 mg, 0.24 mmol). The solution was stirred for 3 hours when an additional 
equivalence of LAH was added. The reaction was stirred for another 3 hours when it was 
quenched with ethyl acetate and water (100 mL) was added. The layers were separated and 
55 the water layer extracted with ethyl acetate (3x30 mL). The combined organic layers were 
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dried (NajSO^ and concentrated to an oil. The oil was taken up in methanol (10 mL) and 
6N HC1 (10 mL) and heated to 80° C for 2 hours when it was quenched with NaHC0 3 and 
extracted with ethyl acetate. The combined organic layers were dried (Na 2 S0 4 ) and 
concentrated to afford the title compound (7.5 mg, 20% yield). 'H NMR (CDC1 3 ) 6 8.6 (br 
5 s, 1H), 7.76 (dd, 2H), 7.35 (d, 2H), 7.24 (d, 2H), 7.15 (t, 2H), 6.9-6.8 (m 5 2H), 4.43 (s, 
2H); ES-MS (m/z) 319[M+1] + . 

EXAMPLE 64 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)](3- 
10 PYRIDYLMETHYL)AMINE 



H 



15 




F 



A. r3 -(4-FluorophenvlY 1 H-indazol-5-vl)1 (3-pvridvlmethvDamine 

The title compound was prepared as described in Example 63 A using N-[3- 
(4-fluorophenyl)(lH-indazol-5-yl)]-3-pyridylcarboxamide (126 mg, 0.3 mmol) (8 mg, 8% 
yield). 'H NMR (CDC1 3 ) 6 12.87 (s, 1H), 8.66 (s, 1H), 8.45 (s, 1H), 8.85 (m, 3H), 8.39- 
8.27 (m, 3H), 6.95 (d, 1H), 6.91 (s, 1H), 6.18 (t, 1H), 4.37 (d, 2H); ES-MS (m/z) 319 
[M+l] + . 

EXAMPLE 65 

SYNTHESIS OF N-[3-(4-FLUOROPHENYL)(lH-I!SfDAZOL-5-YL)]-2- 

THffiNYLCARBOXAMIDE 
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A. N-r3-r4-Fluorr.phenvnflH-indazol-5- vm-2-thienvlcarboxamide 

The title compound was prepared as described in Example 55 A using 2- 
thiophenecarbonyl chloride (51 fig, 0.47 mmol) (25 mg, 16% yield). l H NMR (DMSO-d 6 ) 6 
10.37 (s, 1H), 8.48 (s, 1H), 8.08 (d, 1H), 7.9 (m, 2H) 7.85 (d, 1H), 7.74 (d, 1H), 7.59 (d, 
5 1H), 7.38 (t, 2H), 7.23 (t, 1H); ES-MS (m/z) 338 [M+l ] + . 

EXAMPLE 66 




F 

15 

A. N-f3-f4-FluorophenvnriH-indazol-5-vnimorpholin-4-vlcarb oxamide 

The title compound was prepared as described in Example 55 A using 



morpholine-4-carbonyl chloride (45 uL, 0.38 mmol) (20 mg, 19% yield). *H NMR (DMSO- 
d 6 ) 6 13.1 (s, 1H), 8.60 (s, 1H), 8.13 (s, 1H), 7.94 (dd, 2H), 7.49 (s, 2H), 7.37 (t, 2H), 3.63 
20 ( m , 4H), 3.43 (m, 4H); ES-MS (m/z) 341 [M+l] + . 



25 



EXAMPLE 67 

SYNTHESIS OF N-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YI.)][(4 

FLUOROPHENYL)AM1NO]CARBOXAMIDE 




30 

A. N43-f4-fluorophenvlVlH-iTidazol-5-vnirf4-fluoro phenvnammo1carboxamide 

To a solution of 3-(4-fluorophenyl)-l-(2-methoxyethoxy)-lH-indazole-5- 
ylamine (115 mg, 0.36 mmol) in dioxane (5 mL) was added 4-fluorophenyl isocyanate (50 
uL, 0.44 mmol). The reaction was stirred overnight at room temperature. It was then 
35 filtered and the solid dried in a vaxuum oven. The solid was then taken up in 6N HC1 (1 0 
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mL) and methanol ( 1 0 mL) and heated to 80°C for 2 hours. The reaction was then cooled 
to room temperature and quenched with NaHC0 3 (100 mL) and extracted with ethyl acetate 
(3x40 mL). The organic layers were combined and dried with magnesium sulfate (MgS0 4 ) 
and concentrated lo a solid to afford the title compound (25 mg, 19% yield). 1H NMR 
(CDC1 3 ) 6 13.1 (br s, 1H), 9.32 (s, 2H), 8.28 (s, 1H), 7.94 (dd, 2H), 7.52 (d, 1H), 7.48 (dd, 
2H), 7.38 (t, 2H), 7.33 (dd, 1H), 7.1 1 (t, 2H); ES-MS (m/z) 364 [M+l] + . 

EXAMPLE 68 

SYNTHESIS OF 3-(4-FLUOROPHENYL)-lH-INDAZOLE-5-CARBOXAMIDE 

0 



5 




To a solution of l-acetyl-3-(4-fluorophenyl)-lH-indazole-5-carbonyl chloride 
(200 mg, 0.63 mmol) in methylene chloride (20 mL) was added saturated ammonium 
hydroxide (NH 4 OH). The solution was stirred overnight at room temperature when it was 
'0 added to water (1 00 mL) and extracted with ethyl acetate (3x40 mL). The combined 
organic layers were dried (NajSO,,) and concentrated under vacuo to an oil. The resulting 
oil was chromatographed on silica gel, eluting with 10% methanol in methylene chloride to 
give the title compound (115 mg, 72%). 'H NMR (DMSO-d 6 ) 6 13.4 (s, 1H), 8.60 (s, 1H), 
8.09 (m, 2H), 7.94 (d, 1H), 7.61 (d, 1H), 7.38 (t, 2H); ES-MS (m/z) 256 [M+l] + . 

15 

EXAMPLE 69 

SYNTHESIS OF 5-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]-2H-l,2,3,4- 



TETRAZOLE 

H 



50 




F 

35 
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A. 5-f3-(4-Fluorophenvn-lH-indazol-5-vll-2H-1.2.3.4 -tetrazole 

The title compound was prepared as described in Example 73 B. To a 
solution of the nitrite (300 mg, 1.26 mmol) in toluene (10 mL) was added the 
azidotributyltin (380 uL, 1.32 mmol). The reaction was then heated to reflux overnight. 

5 The solid was isolated by filtration, taken up in a 1 :1 solution of THF.concentrated HC1 and 
stirred at room temperature for 4 hours. The product was then extracted with ethyl 
acetate/water, dried (NajSO^, and chromatographed on silica gel eluting with 15% methanol 
in methylene chloride to give the title tetrazole (80 mg, 23% yield). 'H NMR (DMSO-d 6 ) 6 
13.6 (s, 1H), 8.77 (s, 1H) 8.08-8.13 (m, 3H), 7.83 (d, 1H), 7.45 (t, 2H); ES-MS (m/z) 281 

10 [M+l] + . 

EXAMPLE 70 

SYNTHESIS OF 3-[3-(4-FLUOROPHENYL)-lH-BSlDAZOL-5-YL3-lH-l,2,4-TRIAZOLE 



H 



15 




20 

A. 3-[3-f4-FluorophenvD-lH-indazol-5- v11-lH-1.2.4-triazole 

The title compound was prepared as described in Example 68. The amide 
(350 mg, 1.2 mmol) was heated in DMF acetal (40 mL) at 90°C for 4 hrs. The solvent was 
then removed under vacuo to give an oil which was taken up in a solution of hydrazine (0.5 

25 mL) in acetic acid (40 mL). The subsequent solution was stirred at room temperature 

overnight. Water was then added to the reaction and the resulting solid filtered then dried in 
a vacuum oven. The product was purified by silica gel column chromatography eluting with 
15% methanol in methylene chloride to give the title triazole (190 mg, 57% yield). ! H NMR 
(DMSO-d 6 ) 6 13.4 (br s, 1H), 8.67 (s, 1H), 8.4 (br s, 1H), 8.12-8.03 (m, 3H), 7.71 (d, 1H), 

30 7.41 (dt, 2H); ES-MS (m/z) 280 [M+l] + . 



35 
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EXAMPLE 71 

t 

SYNTHESIS OF 3<4-FLUOROPHENYL)-5-IMIDAZOL-2-YL-lH-INDAZOLE 



5 




F 



10 

A. 3-(4-FluoropherivlV 5-imidazol-2-vl- 1 H-indazole 

To a solution of the nitrile (100 mg, 0.31 mmol) in methanol (60 mL) was 
bubbled in gaseous hydrochloric acid at 0 °C. The reaction was stirred at room temperature 
overnight when it was rotary evaporated to a solid and washed with ether (20 mL). 

15 Methanol (60 mL) was added followed by l-amino-2,2-dimethoxyethane (0.5 mL, excess) 
and the reaction heated to a gentle reflux overnight. The reaction was then concentrated 
under vacuo to an oil when H 2 S0 4 (30 mL) was added. The reaction was sthxed at room 
temperature for 4 hrs when it was added to ice and neutralized with potassium carbonate 
(K 2 C0 3 ). The aqueous layer was then extracted with ethyl acetate and the subsequent 

20 organic layer dried (Na^jSO^ and concentrated to an oil. The product was isolated by column 
chromatography on silica gel eluting with 5% methanol in methylene chloride to give the 
imidazole (50 mg, 58% yield). ! H NMR (DMSO-d 6 ) 6 13.4 (s, 1H), 8.58 (s, 1H), 8.11-8.06 
(m, 3H), 7.65 (d, 1H), 7.40 (t, 2H), 7.16 (s, 1H); ES-MS (m/z) 279 [M+l] + . 

25 EXAMPLE 72 

SYNTHESIS OF 3-(4-FLUOROPHENYL>5-PYRAZOL-3~YL-lH-INDAZOLE 



H 



30 




35 
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A. 3-(4-FluorophcnvlV5-pvrazol-3-vl"lH-indazole 

To a solution of 3-(4-fluorophenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole- 
5-carbonitrile (265 mg, 0.82 mmol) in THF (10 mL) at -78°C was added methyl lithium (1.2 
mL of a 1.0 molar solution in THF, 1.2 mmol). The solution was allowed to warm to room 

5 temperature over 3 hours when it was worked up with ethyl acetate/water, dried (NajSOJ, 
and concentrated under vacuo to give the methyl ketone. The product was then taken up in 
DMF dimethoxy acetal (30 mL) and heated to 90°C overnight. The solvent was then 
removed under vacuo and a solution of hydrazine (1 mL) in acetic acid (40 mL) was added. 
After stirring at room temperature overnight, the acetic acid was removed under vacuo and 

10 the solution neutralized with aqueous NaHC0 3 , extracted with ethyl acetate, dried (Na 2 S0 4 ), 
and concentrated to an oil. The THP-protected indazole was then isolated after silica gel 
column chromatography eluting with 40% ethyl acetate in hexane. The solid was taken up in 
6N HC1 (30 mL) and methanol (30 mL) and stirred at room temperature for 1 hour when the 
methanol was removed under vacuo and the resulting solution extracted with ethyl 

1 5 acetate/water. The organic layer was then dried (Na 2 S0 4 ) and the product isolated after 
silica gel column chromatography eluting with 50% ethyl acetate in hexane to give the title 
pyrazole (40 mg, 17% yield). NMR (DMSO-d 6 ) 6 13.3 (m, 2H), 12.8 (br s, 1H), 8.4 (br 
s, 1H), 8.08 (m, 2H), 7.95 (d, 1H), 7.8 (br s, 1H), 7.6 (m, 1H), 7.39 (t, 2H), 6.8 (br s, 1H); 
ES-MS (m/z) 279 [M+l] + . 

20 

EXAMPLE 73 

SYNTHESIS OF 3K4-FLUOROPHENYL)-lH-INDAZOLE-5-CARBOXYLIC ACID 



25 




30 



A. 4-Fluoro-3- ( (4-fluorophenvncarbonvUbenzenecarbonitrile 

To a flask containing 4-fluoroberizonitrile (10 g, 0.08 mol) dried under 
vacuum and placed under nitrogen was added anhydrous tetrahydrofuran (200 mL). The 
35 flask was placed in a dry ice/acetone bath and cooled to -78 °C. A 2 molar solution of 
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lithium diisopropylamide in heptane, tefrahydrofuran and ethylbenzene (20 mL, 0.04 mmol) 
was added dropwise to the flask. The reaction stirred for two and one half-hours at this 
temperature. To the flask was added water and the reaction vessel was quickly removed 
from the cooling bath. The tetrahydrofuran was removed by rotary evaporation and the 

> product was extracted from the reaction using ethyl acetate. The organic layer was washed 
with brine, dried with magnesium sulfate, filtered and concentrated. After 12 hours a product 
crystallized. This was triturated with hexane and ether. The procedure was repeated again 
using an additional amount of 4-fluorobenzonitrile (10 g, 0.08 mol). The crude product from 
both reactions were combined and purified by column chromatography (Si0 2 , 5% Ethyl 

1 0 Acetate in Hexane increased to 1 5% Ethyl Acetate in Hexane) to yield the title compound 
(9.7 g, 50% yield). 'H NMR (DMSO-d 6 ) 8.15-8.2 (m, 2H), 7.9 (m, 2H), 7.65 (t, 1H), 7.4 (t, 
2H), ES-MS m/z 244 [M+lf 

B. 3-(4-FluorophenvlVlH-indag;ole-5-carbonitrile 

15 To a flask containing 4-fluoro-3-{(4- : 

fluorophenyl)carbonyl}benzenecarbonitrile (4.2 g, 0.017 mmol) was added hydrazine 
monohydrate (15mL) and anhydrous hydrazine (lOmL). In an addition flask the procedure 
was repeated. Both flasks were allowed to stir overnight exposed to the atmosphere. LCMS 
confirmed the reactions were complete. To the flasks were added an excess amount of 

20 water. The reactions were allowed to stir for two hours. The product of the reactions was 
collected via a fritted funnel by filtration and combined to yield the title compound. The 
product was allowed to dry under vacuum and taken on crude into the next step of the 
synthesis. 'H NMR (DMSO-d 6 ) 8.7 (s, 1H), 8.1 (m, 2H), 7.7-7.8 (m, 2H), 7.3-7.4 (t, 2H), 
ES-MS m/z 238 [M+lf 

25 

C. 3-(4-Fluorophenvn-lH-indazole-5-carboxvlic acid 

To a round bottom flask containing 3-(4-fluorophenyl)-lH-indazole-5- 
carbonitrile (8.05 g, 0.034 mol) was added acetic acid (250mL) and concentrated HC1 
(250mL). The reaction was heated to reflux temperature for 7.5 hours and then 105 °C for 
30 two and one half-hours. The reaction was allowed to stir at room temperature overnight. 
The reaction was diluted with water and a solid crashed out of solution. The solid was 
collected by filtration and dried in a low temperature oven to yield the title compound (7.5 g, 
86% yield). *H NMR (DMSO-d 6 ) 6 13.6 (br s, 1H), 13.0 (br s, 1H), 8.64 (s, 1H), 8.0-7.9 
(m, 3H), 7.68 (d, 1H), 7.42 (t, 2H); ES-MS (m/z) 301 [M+l] + . 

35 
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EXAMPLE 74 

SYNTHESIS OF ETHYL 3-(4-FLUOROPHENYL)-lH-INDAZOLE-5-CARBOXYLATE 




F 



10 A. Ethvl 3-(4-fluorophenvn-l H-indazo le-5-carboxvlate 

To a solution of l-acetyl-3-(4-fluorophenyl)-lH-indazole-5-carbonyl chloride 
(100 mg, 0.33 mmol) in ethanol (40 mL) was added pyridine (0.5 mL). The reaction was 
stirred overnight at room temperature when saturated ammonium hydroxide (1 mL) was 
added. The reaction was stirred overnight when water (150 mL) was added and the solution 

15 filtered. The solid was dried to recover the product (100 mg, 100% yield). 'H NMR 

(DMSO-d 6 ) 5 13.6 (s, 1H), 8.62 (s, 1H), 8.03-7.9 (m, 3H), 7.70 (d, 1H), 7.61 (d, 1H), 7.42 
(t, 2H); ES-MS (m/z) 285 [M+l] + . 

EXAMPLE 75 

20 SYNTHESIS OF 5-BENZIMIDAZOL-2-YL-3-(4-FLUOROPHENYI.)-lH-INDAZOLE 



H 




F 



A. 5 -Benzimidazol -2-vl-3 -( 4-fluorophen vl V 1 H-indazole 

30 To a solution of 2-nitroaniline (92 mg, 0.67 mmol) in pyridine (4 mL) was 

added l-acetyl-3-(4-fluorophenyl)-lH-indazole-5-carbonyl chloride (200 mg, 0.67 mmol). 
The reaction was stirred at room temperature overnight when water (30 mL) was added and 
the solid filtered and dried in a vacuum oven (45 °C). The solid was then taken up in ethyl 
acetate (20 mL)/ethanol (20 mL) and a scoup of palladium on carbon added. The resulting 

35 heterogenous solution was then subjected to an atmosphere of hydrogen. After stirring 
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overnight, the solution was filtered and concentrated to an oil under vacuo and taken up in 4 
N HC1 (80 mL) which was refluxed for 12 hours. The reaction was quenched with saturated 
NaHC0 3 and the product collected as a solid. The pure product was isolated after 
chromatography on silica gel eluting with 7% methanol in methylene chloride. (37 mg, 17% 
>* yield). 'H NMR (DMSO-d 6 ) 6 13.6 (br s,lH), 8.86 (s, 1H), 8.29 (d, 1H), 8.16-8.10 (m, 2H), 
7.76 (d, 1H), 7.64 (dd, 2H), 7.45 (t, 2H), 7.24 (dd, 2H); ES-MS (m/z) 329 [M+l]\ 

EXAMPLE 76 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N-BENZAMIDE 

:o 

H 



15 




F 



A. [3-r4-FluorophenvlVlH-indazol-5-vl)l-N-benzamide 

To a solution of 3-(4-fluorophenyl)-lH-indazole-5-carboxylic acid (100 mg, 
0.39 mmol) and 1-hydroxybenzotriazole hydrate (63 mg, 0.47 mmol) in DMF (HOBt) (5 

-0 mL) at 0°C was added l-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (90 
mg, 0.47 mmol). The reaction was stirred at 0°C for 30 min when aniline (36 mL, 0.39 
mmol) was added. The reaction was stirred at room temperature overnight when it was 
worked up with ethyl acetate/water and chromatographed with silica gel eluting with 45% 
ethyl acetate/hex ane to give the title compound (90 mg, 70% yield). l H NMR (DMSO-d 6 ) 6 

^5 13.5 (s, 1H), 10.3 (s, 1H), 8.67 (s, 1H), 8.12 (dd, 2H), 8.0 (d, 1H), 7.78 (d, 2H), 7.69 (d, 
1H), 7.4-7.3 (m, 4H), 7.1 1 (t, 1H); ES-MS (m/z) 332 [M+l]\ 



30 



35 
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» 

EXAMPLE 77 

SYNTHESIS OF N-[2-(DIMETHYIAMINO)ETH^ 

INDAZOL-5-YL)]CARBOXAMIDE 




A. N-r2-fDimethvlamino'>ethvn3 -(4-fluoroDhenvl¥l H-indazol-5-vl)lcarboxamide 

The title compound was prepared as described in Example 76 A, using N,N- 
dimethylethylenediamine (43 uL, 0.39 mmol) and further purified by preparative HPLC 
15 (0.100 mg, 79% yield). 'H NMR (DMSO-d 6 ) 613.5 (s, 1H), 8.58 (t, 1H), 8.53 (s, 1H), 8.07 
(dd, 2H), 7.9 (d, 1H), 7.63 (d, 1H), 7.42 (t, 2H), 3.4 (m, 2H), 2.4 (t, 2H), 2.22 (s, 6H); ES- 
MS (m/z) 327 [M+l] + . 

EXAMPLE 78 

20 SYNTHESIS OF ETHYL l-{[3-(4-FLUOROPHENYL)-lH-INDAZOL-5- 

YL] C ARBONYL} PIPERIDINE-4-CARBOXYLATE 



O 



25 




F 



30 

A. Ethvl 1 - (rS-^-fluorophenvlVlH-indazol-S-vncarbonvnpipe ridine^-carboxylate 

The title compound was prepared as described in Example 109 A, using ethyl 
4-piperidinecarboxylate (60 uL, 0.39 mmol) and was further purified by preparative HPLC 
(0.07 mg, 45% yield). 'H NMR (DMSO-d 6 ) 6 13.5 (s, 1H), 8.06 (br s, 1H), 8.02 (d, 2H), 
35 7.64 (d, 1H), 7.42 (d, 1H), 7.36 (t, 2H), 4.3 (br s, 1H), 4.08 (q, 2H), 3.75 (br s, 1H), 3.1 
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(br s, 2H), 2.65 (br s, 1H), 1.9 (br s, 2H), 1.6 (br s, 2H), 1.18 (t, 3H); ES-MS (m/z) 396 
[M+l] + . 

EXAMPLE 79 

5 SYNTHESIS OF METHYL 4- {[3-(4-FLUOROPHENYL)-lH-INDAZOL-5- 

YL] C ARBONYLAM1NO } BENZO ATE 



10 




A. Methyl 4-(|"3-(4-fluorophenvlVlH-inda2ol-5-vl1carbonvlamino)benzoate 
1 5 The title compound was prepared as described in Example 109 A, using 

methyl 4-aminobenzoate (30 mg, 0.19 mmol) and purified by HPLC (65 mg, 88% yield). 'H 
NMR (DMSO-d 6 ) 6 13.6 (s, 1H), 10.6 (s, 1H), 8.70 (s, 1H), 8.12 (dd, 2H), 8.0 (d, 1H), 8.0 
(s, 4H), 7.70 (d, 1H), 7.41 (t, 2H), 3.84 (s, 3H); ES-MS (m/z) 390 [M+l] + . 



20 



EXAMPLE 80 

SYNTHESIS OF 4-{[3-(4-FLUOROPHENYL)-lH-INDAZOL-5 
YL]CARBONYLAMINO}BENZOIC ACID 



25 



HO 




30 

A. 4- l3-(4-Fluorophenvl)-lH-indazol-5-vncarbonvlamino)benzoic acid 

To a solution of methyl 4-{[3-(4~fluorophenyl)-lH-indazol-5- 
yl]carbonylamino}benzoate (1 12 mg, 0.29 mmol) in methanol (20 mL) and water (20 mL) 
was added sodium hydroxide (25 mg, 0.64 mmol). The solution was stirred at room 
35 temperature for 2 hours when it was acidified and the methanol removed under vacuo. The 



-86- 



0210137A2J_> 



WO 02/10137 PCT/US01/23890 

resulting solid was filtered and dried to recover the product (55 mg, 51%). 'H NMR 
(DMSO-d 6 ) 6 13.6 (s, 1H), 12.8 (br s, 1H), 10.6 (s, 1H), 8.69 (s, 1H), 8.12 (dd, 2H), 8.0 (d, 
1H), 7.94 (s, 4H), 7.70 (d, 1H), 7.41 (t, 2H); ES-MS (m/z) 376 [M+l] + . 

EXAMPLE 81 

SYNTHESIS OF 4-{[3-(4-FLUOROPHENYL)-lH-INDAZOL-5- 

YL]CARBONYLAMINO}BENZAMIDE 




A. 4-(r3-f4-F luorophenvlVlH-indazole-5-vl1carbonvlamino>benzamide 

The title compound was prepared as described in Example 1 09 A, using 4- 
aminobenzamide (45 mg, 0.33 mmol) to provide the title compound (25 mg, 20% yield). ! H " 
20 NMR (DMSO-d 6 ) 8 13.7 (s, 1H), 10.5 (s, 1H), 8.68 (s, 1H), 8.12 (dd, 2H), 8.0 (d, 1H), 7.9 
(s, 4H), 7.70 (d, 1H), 7.42 (t, 2H), 7.28 (br s, 2H); ES-MS (m/z) 375 [M+l] + . 

EXAMPLE 82 

SYNTHESIS OF l-{[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]CARBONYL} 
25 PIPERIDINE-4- C ARB OXYLIC ACID 
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A. l-fp-(4-Fluorophenvn-lH-indazo1-5-vncarbonvl)piperidine-4-carboxvlic acid 

The title compound was prepared as described in Example 80 A to provide 
the title compound (55 mg). 'H NMR (DMSO-dg) 8 13.5 (br s, 1H), 8.06 (br s, 1H), 8.02 
(dd, 2H), 7.64 (d, 1H), 7.42 (d, 1H), 7.36 (t, 2H), 4.3 (br s, 1H), 3.75 (br s, 1H), 3.1 (br s, 
2H), 2.5 (br s, 1H), 1.9 (br s, 2H), 1.6 (br s, 2H); ES-MS (m/z) 368 [M+l] + . 

EXAMPLE 83 

SYNTHESIS OF [3K4-FLUOROPHE^^IX)(lH-INDAZOL-5-YL)]-N-(2- 

PYRIDYL)CARBOXAMIDE 



10 



15 




A: f 3-(4-Fluorophenvl¥ 1 H-mdazol-5-vl)1-N-(2-pyridvl)carboxarnide 

The title compound was prepared as described in Example 1 09 A using 2- 
20 amine-pyridine (75 mg, 0.80 mmol) to provide the title compound (120 mg, 45% yield). 'H 
NMR (DMSO-d 6 ) 6 13.5 (s, 1H), 11.08 (s, 1H), 8.79 (s, 1H), 8.40 (s, 1H), 8.42-8.16 (m, 
3H), 8.03 (d, 1H), 7.85 (t, 1H), 7.68(d, 1H), 7.41 (t, 2H), 7.17 (t, 1H); ES-MS (m/z) 333 
[M+lf. 

25 EXAMPLE 84 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N-(3- 

PYRIDYL)CARBOXAMIDE 



30 




35 
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A. [B-f^FluorophenvDdH-indazol-S-vm-N-O-pvridvltcarboxamide 

The title compound (130 mg, 48% yield) was prepared as described in 
Example 109 A using 3-aminopyridine (75 mg, 0.80 mmol). 'H NMR (DMSO-d 6 ) 6 13.6 (s, 
1H), 10.5 (s, 1H), 8.95 (s, 1H), 8.71 (s, 1H), 8.33 (s, 1H), 8.21 (d, 1H), 8.11 (t, 2H), 
5 8.02(d, 1H), 7.72 (d, 2H), 7.42 (t, 3H); ES-MS (m/z) 333 [M+l] + . 

EXAMPLE 85 

SYNTHESIS OF [3<4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N-(4- 

P YRIDYL) C ARB OXAMIDE 

10 

H 




A. r3-(4-FluorophenvlVlH-indazol-5-vDl-N-f4-pvridvBcarboxamide 

The title compound (1 10 mg, 41% yield) was prepared as described in 
20 Example 109 A using 4-aminopyridine (75 mg, 0.80 mmol). 'H NMR (DMSO-d^) 6 13.6 (s, 
1H), 10.7 (s, 1H), 8.69 (s, 1H), 8.49 (br s,2H), 8.11 (dd, 2H), 8.00 (d, 1H), 7.81 (d, 2H), 
7.72 (d, 1H), 7.42 (t, 2H); ES-MS (m/z) 333 [M+l] + . 

EXAMPLE 86 

25 SYNTHESIS OF TERT-BUTYL 3-{[3-(4-FLUOROPHENYL)-lH-INDAZOL-5- 

YL]CARBONYLAMINO)PROPANOATE 




F 
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A. tert-Butvl 3- i f 3>(4-fluorophenvlVlH-indazol-5-vllcarbonvlamino)propanoate 

To a suspension of 3-(4-fluorophenyl)-lH-indazole-5-carboxylic acid 
(200 mg, 0.7S0 mmol) in dimethyl foimamide (lOmL) was added 1-Hydroxybenzotriazole 
(126 mg, 0.936 mmol) and 4-(dimethylamino)pyridine (1 14 mg, 0.936 mmol). The mixture 
was allowed to stir for fifteen minutes. l-ethyl-(3-dimethylamino)carbodiimide hydrochloride 
(179 mg, 0.936 mmol) was then added and stirring continued for fifteen additional minutes. 
H-P-ala-#-/-i?z/-hydrochloride (170 mg, 0.936 mmol) was added and stirring continued at 
ambient temperature for 1 8 hours. The mixture was condensed and extracted with 5% 
sodium bicarbonate and ethyl acetate. The extracts were dried over sodium sulfate, filtered, 
0 and concentrated to afford the title compound (165 mg, 55%). ! H NMR (DMSO-d 6 ) 6 13.43 
(s, 1H), 8.65 (s, 1H), 8.47 (s, 1H), 8.02 (m, 2H), 7.85 (d, 2H), 7.59 (d, 1H), 7.36 (m, 2H), 
3.46 (q, 4H), 1.37 (s, 9H); ES-MS (m/z) 384 [M+l]\ 

EXAMPLE 87 

5 SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5"YL)]-N-(3- 

HYDROXYPHENYL)CARBOXAMIDE 



H 




The title compound was prepared as described in Example 86 A, using 3- 
aminophenol (93.6 mg, 0.858 mmol) to provide the title compound (88 mg, 32%). 'H NMR 
(DMSO-d 6 ) 6 13.49 (br s, 1H), 10.19 (s, 1H), 9.38 (s, 1H), 8.60 (s, 1H), 8.08 (d, 2H), 7.93 
>0 (d, 1H), 7.65 (d, 1H), 7.38 (m, 3H), 7.12 (m, 2H), 6.49 (d, 1H); ES-MS (m/z) 348 [M+lf. 



>5 
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EXAMPLE 88 
SYNTHESIS OF 3-{[3-(4-FLUOROPHENYL)-lH- 
INDAZ0L-5-YL]CARBONYIAMm0)PROPANOIC ACID 



HO 



10 




A ; S-irS-r^FluorophenvlVl H-indazol^-vncarbonvlamino^ronanoinarirl 

To a solution containing Example 86 (150 mg, 0.391 mmol) in dioxane (2 
mL) was added 6N HC1 (2 mL). The reaction mixture was allowed to stir at ambient 

1 5 temperature for 1 8 hours. The solution was quenched with water (30 mL) and the mixture 
extracted with ethyl acetate. The extracts were dried over sodium sulfate, filtered and 
condensed to give a solid. The solid was triturated with dichloromethane and hexanes to 
provide the title compound (94 mg, 73%). 'H NMR (DMSO-d^ 6 13.43 (br s, 1H), 12.21 
(br s, 1H), 8.68 (m, 1H), 8.50 (s, 1H), 8.03 (m, 2H), 7.86 (d, 1H), 7.59 (d, 1H), 7.37 (t, 

20 2H), 3.47 (q, 2H), 2.52 (m, 2H); ES-MS (m/z) 328 [M+l] + . 



EXAMPLE 89 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)3-N-(3- 

NITROPHENYL) C ARB OXAMIDE 

25 



H 



30 




F 



3-(4-Fluorophenv1Vl TT -indazol-5-vn 1 -N-G-nitrophenvncar boYflTrnHft 

To a solution containing 3-nitroaniline (96 mg, 0.694 mmol) in pyridine 
35 (5 mL) was added l-acetyl-3-(4-fluorophenyl)-lH-indazole-5-carbonyl chloride (200 mg, 
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0.631 mmol). The reaction mixture was allowed to stir for 18 hours at ambient temperature. 
Water (30 mL) was then added and the resulting precipitate was filtered and dried to afford 
the title compound. This precipitate was taken on directly to the next step for deprotection. 

To the previous precipitate was added 0.3% ammonia in methanol (10 mL). 
5 The solution was brought to 60 °C for three hours. The resulting precipitate was filtered and 
dried to provide the title compound (140 mg, 60% overall yield). l H NMR (DMSO-dg) 6 
13.55 (br s, 1H), 10.76 (s, 1H), 8.78 (s, 1H), 8.70 (s, 1H), 8.20 (m, 1H), 8.11 (m, 2H), 8.00 
(m, 2H), 7.68 (m, 2H), 7.40 (m, 2H); ES-MS (m/z) 377 [M+l] + . 



10 EXAMPLE 90 

SYNTHESIS OF TERT-BUTYL-2-{[3-(4-FLUOROPHENYL)-lH-INDAZOL-5 

YL] CARBONYLAMINO} ACETATE 



CH 3 O 

15 H 3 C^)^>/ 




20 

A. tert-Butvl 2-1 r3-(4-fluorophenvl)- lH-indazol-5-vl")carbonvlamino> acetate 

The title compound was prepared as described in Example 86 A, using t-butyl 
glycine (1 12 mg, 0.858 mmol) (80 mg, 30%). ES-MS (m/z) 370[M+1] + . 

25 EXAMPLE 91 

SYNTHESIS OF 4-{[3-(4-FLUOROPHENYL)-lH- 
IND AZOL-5- YL] CARBONYLAMINO } BUTANOIC ACID 
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A - Methvl 4- ;H -acetvl-3-r4-fluorophenv lVlH-indazol-5-vncarbonvlamino)butaT 1 oat ( » 

To a solution containing methyl 4-aminobuytrate hydrochloride (106.6 mg, 
0.694 mmol) in pyridine (5 mL) was added l-acetyl-3-(4-fluorophenyl)-lH-indazole-5- 
carbonyl chloride (200 mg, 0^63 1 mmol). The reaction mixture was allowed to stir at 
5 ambient temperature for 1 8 hours. Water (40 mL) was added to the reaction mixture to 
afford a precipitate. The precipitate was filtered and dried to provide the title compound. 
The title compound was taken to the deprotection step. ES-MS (m/z) 398 [M+l] + . 

B - Methvl 4- <r3-f4-fluoro phenvlVlH-indazol-5-vncarbonvlammolbutanoate 
10 Example 91 A in 0.3% ammonia in methanol (10 mL) was allowed to stir at 

60°C for three hours. Water (40 mL) was added and the resulting solution was extracted 
with ethyl acetate. The extracts were dried over sodium sulfate, filtered and removed to give 
a precipitate (50 mg). The title compound was taken to the next step. ES-MS (m/z) 356 
[M+l] + . 

15 

C 4- (r3-(4-Fluorophenvl VlH-indazol-5-vncarbonvlamino)butanoic acid 

The title compound was prepared as described in Example 48 A (21 mg, 
44%). 'H NMR (DMSO-d 6 ) 6 13.42 (br s, 1H), 12.02 (br s, 1H), 8.61 (br s, 1H), 8.50 (s, 
1H), 8.04 (t, 2H), 7.89 (d, 1H), 7.58 (d, 1H), 7.37 (t, 2H), 2.27 (t, 2H), 1.75 (m, 2H); ES- 
20 MS (m/z) 342 [M+l]*. 



25 



EXAMPLE 92 
SYNTHESIS OF N-(3-AMINOPHENYL)[3-(4- 
FLUOROPHEN^)(lH-INDAZOL-5-YL)]CARBOXAMrDE 



30 




A. ri-Acetvl-3-(4-fluoroph enviyiH-indazol-5-vni-N-r3-nitrophenvncarboxarnide 

The title compound was prepared as described in Example 91 A and was 
35 taken on to the next step (quantitative yield). ES-MS (m/z) 419[M+1] + . 
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0 



:0 



15 



B. N-f 3 -Nitrophen vlt [ 3-(4-fluorophenvW 1 H-indazol-5-vD] carboxamide 

The title compound was prepared as described in Example 14 B (140 mg). 
ES-MS (m/z) 377 [M+l] + . 

C. N-fS-AminophenvDp-^fluorophenviyiH-indazol-S-vnicarboxamide 

The title compound was prepared as described in Example 19 B (39.5 mg, 
33%). 'H NMR (DMSO-d 6 ) 8 13.47 (br s, 1H), 10.04 (s, 1H), 8.59 (s, 1H), 8.08 (t, 2H), 
7.93 (d, 1H), 7.65 (d, 1H), 7.38 (t, 2H), 7.07 (s, 1H), 6.29 (d, 1H), 5.10 (br s, 2H); ES-MS 
(m/z) 347 [M+l] + . 

EXAMPLE 93 
SYNTHESIS OF 2-{[3-(4-FLUOROPHENYL)-lH- 
INDAZOL- 5 - YL] C ARB ONYLAMINO } ACETIC ACID 



HO 




A. 2- f r3-f4-Fluorophenvl)-lH-indazol-5-vl]carbonvlamino)acetic acid 

Using Example 90 A (169 mg, 0.457 mmol), the title compound was 
-5 prepared, except that an extraction with ethyl acetate was used to afford the title compound 
(77 mg, 54%). 'H NMR (DMSO-d 6 ) 6 13.47 (br s, 1H), 12.58 (br s, 1H), 8.98 (s, 1H), 8.05 
(s, 2H), 7.89 (m, 1H), 7.61 (m, 1H), 7.37 (br s, 2H), 3.93 (s, 2H); ES-MS (m/z) 314 
[M+l] + . 

;o 
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EXAMPLE 94 

SYNTHESIS OF 5-{[3-(4rFLUOROPHENYL)-lH-INDAZOL- 
5 - YL] C ARB ONYL AMINO } PENT ANOIC ACID 




A. Methyl 4- U 1 -acetvl-3-f 4-fluorophenvlVlH-indazol-5-vl1carbonvlamino>butvrate 

The title compound was prepared as described in Example 91 A, using methyl 
5-amino valerate ester (91 mg, 0.694 mmol) to afford the title compound (105 mg, 40%). 

15 

B. 5- (r3-f4-Fluorophenvn-lH-mda261-5-vl1carbonvlamino>pentanoic acid 

The title compound was prepared as described in Example 91 A to afford the 
title compound (77 mg, 100%). 'H NMR (DMSO-d,;) 6 13.43 (s, 1H), 12.02 (br s, 1H), 8.58 
(s, 1H), 8.50 (s, 1H), 8.02 (s, 2H), 7.87 (d, 1H), 7.58 (d, 1H), 7.37 (t, 2H), 3.57 (s, 1H), 
20 2.23 (m, 2H), 1.53 (m, 4H); ES-MS (m/z) 356 [M+l] + . 

EXAMPLE 95 

SYNTHESIS OF 4-({[3-(4-FLUOROPHENYL)-lH-INDAZOL-5- 
YL] C ARBONYLAMINO} METHYL)BENZOIC ACID 

25 




F 



35 
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A. Methyl 4-( n-acetvl-3-(4-fluorophenvlVlH-indazol-5- 
vllcarbonvlaminolmethvDbenzoate 

The title compound was prepared as described in Example 91 A, using 
methyl-4(aminomethyl)benzoate (129 mg, 0.642 mmol) and was taken on to the next step. 
ES-MS (m/z) 446 [M+l] + . 

B. Methyl 4-(ir(4-fluorophenvl)>lH~indazol-5-vncarbonvlamino>methvl benzoate 

The title compound was prepared as described in Example 14 B, using the 
title compound from Example 95 A (1 18 mg, 50% overall). *H NMR (DMSO-d 6 ) 6 13.47 
3 (br s, 1H), 12.86 (br s, 1H), 9.24 (s, 1H), 8.60 (s, 1H), 7.96 (m, 5H), 7.62 (d, 1H), 7.41 (m, 
3H), 4.56 (s, 2H); ES-MS (m/z) 390 [M+l] + . 

EXAMPLE 96 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(m-INDAZOL-5-YL)]-N-(4- 
5 PYRJDYLMETHYL)C ARBOXAMEDE 



H 



0 




F 



5 A. r 1 - Acetvl-3 -( 4-fluorophenvl V 1 H-indazol-5 - vl)1 -N-( 4>pvridvlmethvncarboxamide 

The title compound was prepared as described in Example 91 A, using (4- 
(aminomethyl)pyridine (75 mg, 0.694 mmol), except that the resulting solid was extracted 
with 

5% sodium carbonate solution and ethyl acetate. The extracts were dried over sodium 
0 sulfate, filtered and condensed to afford the title compound (130 mg, 53%). ES-MS (m/z) 
389[M+1] + . 

B. r3-(4-Fluorophenvl)riH-indazol-5-vl)VN-f4-pvridvlmethvDcarboxamide 

The title compound was prepared as described in Example 14 B, except that 
5 the resulting solution was extracted with ethyl acetate. The extracts were dried over sodium 
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sulfate, filtered and condensed to afford the title compound after trituration with hexanes 
(55 mg, 47%). 'H NMR (DMSO-d 6 ) 6 13.47 (s, 1H), 9.25 (s, 1H), 8.61 (s, 1H), 8.47 (m, 
2H), 7.92 (m, 3H), 7.62 (d, 1H), 7.32 (m, 4H), 4.52 (m, 2H); ES-MS (m/z) 347 [M+l] + . 

EXAMPLE 97 

SYNTHESIS OF 2-(4-{[3-(4-FLUOROPHENYL)-lH-INDAZOL-5- 
YL]CARBONYLAMINO}PHENYL)ACETIC ACID 



50 



55 



HO 



jucn 




A. Ethyl 2-(4- ( f 1 -acetvl-3-f4-fluorophenvlVlH-indazol-5- 
vncarbonvlaminolphenvDacetate 

The title compound (115 mg, 46%) was prepared as described in Example 91 

A, using ethyl 4-aminophenyl acetate (112 mg, 0.673 mmol). ES-MS (m/z) 460 fM+l] + . 

B - Ethyl 2-(4-(r3-( r 4-fluor ophenvn-lH-indazol-5-vncarbonvlaminolphenvl>acetate 

The title compound (25 mg, 27%) was prepared as described in Example 14 

B, except that the precipitate was purified using preparative HPLC. It was then taken to the 
next step. ES-MS (m/z) 418 [M+l] + . 

c - 2-f4-{r3-f4-Fluorophe nvlVl-H-indazol-5-vllcarbonvlamino>phenvl > >acetic acid 

The title compound was prepared as described in Example 48 A (6 mg, 26% 
overall). >H NMR (DMSO-d 6 ) 6 13.50 (s, 1H), 12.30 (br s, 1H), 10.03 (s, 1H), 8.01 (m, 
3H), 7.68 (m, 3H), 7.38 (t, 2H), 7.23 (m, 2H), 3.51 (s, 2H), ES-MS (m/z) 390 [M+l] + . 
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EXAMPLE 98 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL- 
5-YL)]-N,N-DIMETHYLCAKBOXAMIDE 

5 

H 



10 




A. r3-f4-Fluorophenvnf 1 H-indazol-5-vn 1 -NN-dimethvlcarboxairiide 

The title compound (163mg, 73%) was prepared as described in Example 91 
A, using 2.0 M dimethylamine in THF (1 .5 mL) to afford the title compound. 'H NMR 
(DMSO-d 6 ) 6 13.40 (s, 1H), 8.00 (m, 3H), 7.59 (t, 1H), 7.43 (m, 1H), 7.31 (m, 2H), 3.29 
(s, 6H); ES-MS (m/z) 284 [M+l] + . 

EXAMPLE 99 

. SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N- 

METHYLCARBOXAMIDE 



H 



25 




F 



A. r3-(4-Fluor ophenvl¥lH-indazol-5-vni-N-methvlcarboxamide 

The title compound was prepared as described in Example 91 A, using 2.0M 

30 methylamine in tetrahydrofuran (1 .26 mL), except the solution was extracted with 5% 
sodium carbonate and ethyl acetate. The extracts were dried over sodium sulfate, filtered 
and condensed to afford a solid. The solid was purified by trituration using dichloromethane 
and hexanes to afford the title compound (33 mg, 19% yield). *H NMR (DMSO-dj) 6 13.41 
(s, 1H), 8.49 (m, 2H), 8.03 (m, 2H), 7.86 (m, 1H). 7.58 (m, 1H), 7.36 (t, 2H), 2.79 (s, 3H); 

35 ES-MS (m/z) 270[M+1] + . 
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EXAMPLE 100 

SYNTHESIS OF N-(3-AMINOETHYL)[3-(4-FLUOROPHENYL) 

(lH«INDAZOL-5-YL)]CARBOXAMIDE 



H 2 N 




10 

A. N-(2-f(tert-Butoxvtearbonvlamino1ethvl) r3-f4-fluorophenvl)(lH-indazol-5- 
vlYlcarboxamide 

The title compound was prepared as described in Example 91 A, using N-(2- 
aminoethyl)carbamic acid tert-butyl ester (400 mg, 2.52 mmol), except that the reaction 
15 mixture was extracted with 5% sodium carbonate and ethyl acetate. The extracts were dried 
over sodium sulfate, filtered and condensed to afford the title compound. The solid was 
taken on to the following step without purification. ES-MS (m/z) 399 [M-hl] + . 

B. N-f3-Aminoethv^r3-(4-fluorophenvlVlH-inda2ol-5-vDlcarboxamide 

20 The solid from Example 100 A was dissolved in tetrahydrofuran (3mL) and 

trifluoroacetic acid (6 mL) and allowed to stir at ambient temperature for 18 hours. The 
reaction mixture was neutralized and extracted with 5% sodium carbonate and ethyl acetate. 
The extracts were dried over sodium sulfate, filtered and condensed to afford the title 
compound (150 mg, 80% overall). ES-MS (m/z) 299 [M+l] + . 



25 



EXAMPLE 101 

SYNTHESIS OF N-(3-AMINOPROPYL)[3-(4-FLUOROPHENYL) 

(lH-INDAZOL-5-YL)]CARBOXAMIDE 



30 



H 2 N 



35 
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A. N-IS^ftert-Butoxv^ca rbonvlaminolpropvllf^-^-fluorophenvlYlH-indazol-S- 
vDcarboxamide 

The title compound was prepared as described in Example 1 00 A, using N- 
(2-aminopropyl)carbamic acid tert-butyl ester (430 mg, 2.52 .mmol) and was taken on to the 
next step. ES-MS (m/z) 413 [M+l] + . 

B. N-f3-Aniinopropvnr3-f 4-fluorophenvl¥lH-mdazole-5-vlYlcarboxamide 

The title compound was prepared as described in Example 100 B (193 mg, 
97% overall). 'H NMR (DMSO-d 6 ) 6 13.50 (s, 1H), 8.78 (m, 1H), 8.52 (s, 1H), 7.90 (m, 
0 6H), 7.36 (m, 2H), 2.83 (m, 2H), 1.80 (m, 2H), 1.96 (s, 1H), 1.13 (m, 1H); ES-MS (m/z) 
313 [M+l] + . 



EXAMPLE 102 

SYNTHESIS OF 3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL) PYRROLIDINYL 

KETONE 



H 



0 




A. 3-(4-Fluorophenvl)nH-indazol-5-vD pvrrolidinvl ketone 

The title compound was prepared as described in Example 91 A, using 
pyrrolidine (49.3 mg, 0.694 mmol). After 18 hours of reaction time, ammonium hydroxide 
(3 drops) was added to the solution. Stirring continued for an additional 2 hours. The 
reaction mixture was extracted with 5% sodium carbonate and ethyl acetate. The extracts 
were dried over sodium sulfate, filtered and condensed to give an oil. The oil was purified by 
trituration with dichloromethane and hexanes to provide the title compound (129 mg, 66% 
yield). 'H NMR (DMSO-d 6 ) 8 13.39 (s, 1H), 8.14 (s, 1H), 8.00 (m, 2H), 7.55 (q, 2H), 7.32 
(t, 2H), 3.44 (m, 4H), 1.79 (m, 4H); ES-MS (m/z) 310 [M+l] + . 
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EXAMPLE 103 

SYNTHESIS OF 3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)PIPERAZINYL 

KETONE 



5 

H 




A. tert-Butvl 4- (fl-acetvl-S-^-fluorophenvlVlH-uidazol-S- 
vl]carbonvUpiperazinecarboxvlate 

15 The title compound (130 mg, 32%) was prepared as described in Example 

100 A, using tert-butyl 1-piperazine carboxylate (129 mg, 0.694 mmol) and trituration with 
dichloromethane and hexanes. ES-MS (m/z) 482 [M+l] + . 

■ 

B. 1 -Acetvl-3-f 4-fluorophenvlV5-(piperazinvlcarbonvlVlH--mdazole 

20 The title compound was prepared as described in Example 100 B, except that 

the solid was purified by trituration with dichloromethane and hexanes (120 mg). ES-MS 
(m/z) 367[M+1] + . 

C. 3-( 4-FluorophenvrK lH-indazol-5-vnpiperazinvl ketone 

25 The title compound was prepared as described in Example 14 B, using 0.3% 

ammonium hydroxide in methanol (6 mL). The methanol was then removed and the resulting 
solid was purified by trituration with dichloromethane and hexanes to afford the title 
compound (24 mg, 23%). 'H NMR (DMSO-d 6 ) 6 13.53 (s, 1H), 8.11 (s, 1H), 8.00 (m, 
2H), 7.62 (d, 1H), 7.44 (m, 1H), 7.34 (m, 2H), 3.72 (br, 4H), 3.10 (m, 4H); ES-MS (m/z) 

30 325 [M+1] + . 



35 
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EXAMPLE 104 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N- 

(PHENYLMETHOXY)CARBOXAMIDE 



10 




A. r3-(4-FluoroDhenvl¥lH-indazol-5-vni-N-ft>henvlmethox v^carboxamide.> 

The title compound (166 mg, 73%) was prepared as described in Example 
15 1 02 A, except that an additional drop of ammonium hydroxide was added. ES-MS (m/z) 362 
[M+l] + . 

EXAMPLE 105 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N-(2- 
20 HYDROXYPROPYL)CARBOXAMIDE 



25 



H 3 C 




A. rS-^-fluoroDhenvnaH-indazol-SWDI-N-^-hvdroxvpropvDc arboxamide 
30 The title compound (68 mg, 28% yield) was prepared as described in 

Example 86 A, using l-amino-2-propanol (64 mg, 0.852 mmol) and triethyl amine (3 drops) 
in lieu of 4-(dimethylamino)pyridine. ES-MS (m/z) 314[M+1] + . 



35 
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EXAMPLE 106 
SYNTHESIS OF 3-(4-FLUOROPHENYL)- 
1H-INDAZOLE-5-CARBOHYDROXAMIC ACID 



HO 



10 




A. 3-f4-fluorophenvlVlH-indazole-5-carbohvdroxamic acid 

To a solution containing [3-(4-fluorophenyl)(lH-indazol-5-yl)]-N- 
15 phenylmethoxy)carboxamide (140 mg, 0.388 mmol) in ethyl acetate (10 mL) was added 
palladium on activated carbon (10%, 30mg). The reaction mixture was stirred at ambient 
temperature for 1 8 hours. It was filtered with celite and washed with ethyl acetate. The 
filtrate was concentrated to give the title compound (35 mg, 33%). ES-MS (m/z) 272 
[M+l] + . 

20 

EXAMPLE 107 
SYNTHESIS OF N-(2H-l,2,3,4-TETRAZOL-5-YL) 
[3-(4-FLUOROPHENYL)(lH-BSrDAZOL-5-YL)]CARBOXAMIDE 




30 

A. N-f2H-1.23.4-Tetrazol-5-vnr3-(4-fluorophenvn( lH-mdazol-5-vnicarboxamide 

The title compound was prepared as described in Example 86 A, except that 
4-(dimemylamino)pyridine was omitted, and purified by preparative HPLC (20 mg, 6% 
yield). *H NMR (DMSO-do) 6 13.61 (br s, 1H), 12.52 (br s, 1H), 8.89 (s, 1H), 8.06 (m, 3H), 
35 7.71 (d, 1H), 7.40 (t, 2H); ES-MS (m/z) 324 [M+l] + . 

s 
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EXAMPLE 108 

SYNTHESIS OF {3-(4-FLUOROPHENYL)(lH-I^ 

4-YLPROPYL)CARBOXAMIDE 



0 




A. l-Acetvl-3-(4-fluorophenvlVlH-iiidazole-5-carboxvlic acid 

To a flask containing 3-(4-fluorophenyl)-lH-indazole-5-carboxylic acid (5.0 
g, 0.02 mol) was added acetic acid (100 mL). The flask was placed under nitrogen and to the 
15 flask was added acetic anhydride (5.6 mL, 0.06 mol). The reaction refluxed at 80° C for 
three hours. The flask was cooled to room temperature and the reaction was diluted with 
water. The product was collected by vacuum filtration and rinsed with additional amounts of 
water to yield the title compound (5.96g, 100% yield) 'H NMR (DMSO-d 6 ) 8 8.6 (s, 1H), 
8.45-8.5 (d, 1H), 8.2-8.25 (d, 1H), 8.1 (m 5 2H), 7.5 (t, 2H), 2.8 (s, 3H). 

20 

B. 1 ^Acetvl-3-r4-fluorophenvn-lH-indazole-5-c arbonvl chloride 

To a flask containing l-acetyl-3-(4-fluorophenyl)-lH-indazole-5-carboxylic 
acid (1.5g, 5.9 mmol) was added dichloromethane (80 mL) and oxalyl chloride (1.02 mL, 
11.7 mmol). The reaction was allowed to stir under a nitrogen atmosphere overnight. To the 
25 flask was added a catalytic amount of DMF. The reaction was allowed to stir for three 
hours. TLC indicated reaction was complete. The solvent was removed and a solid formed 
to yield the title compound (1.57g, 84% yield). 

C. (3-f 4-Fluorophenvn( 1 H-indazol-5-vm -N-( 3-mor pholin-4-vlpropvncarboxamide 
30 To a flask containing a solution of 4-(3-Aminopropyl)-morpholine (1 17 jil, 

0.79 mmol) in pyridine (1 mL) was added l-acetyl-3-(4-fluorophenyl)-lH-indazole-5- 
carbonyl chloride (230 mg, 0.72 mmol) dissolved in pyridine (5 mL). The reaction was 
allowed to stir under a nitrogen atmosphere overnight. The reaction was not complete so an 
additional equivalent of 4-(3-Aminopropyl)-morpholine (100 *il, 0.72 mmol) was added. The 
35 reaction was allowed to stir at room temperature overnight. LCMS showed the product 
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formation. Solvent was removed by rotary evaporation. The reaction was treated with water 
and the product was extracted with ethyl acetate and dichloromethane. The organic layers 
were combined and washed with saturated aqueous sodium carbonate solution and brine. 
The organic layer was dried with magnesium sulfate, filtered and concentrated to yield the 
product. This was purified by semi-preparative HPLC. The product was washed with a 
sodium bicarbonate solution to remove the TFA salt to yield the title compound (37.3 mg, 
13.5% yield). 'H NMR (DMSO-d 6 ) 5 8.6 (m, IH), 8.5 (m, 1H), 8.0 (m, 2H), 7.9 (m, IH), 
7.7 (m, 1H), 7.4 (m, 2H), 3.3 (m, 4H), 3.1 (m, 2H), 2.3 (m, 6H), 1.6 (m, 2H) ES-MS mix 
383 [M+l f. 

EXAMPLE 109 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL^5-YL)}-N-(3- 

P YRID YLMETHYL) C ARB OXAMIDE 




To a flask containing l-acetyl-3-(4-fluorophenyl)-lH-indazole-5-carbonyl 
chloride (300 mg, O.95mmol) dissolved in pyridine (4 raL) was added 3-aminomethyl 

25 pyridine (106 jxl, 1 .05 mmol). The reaction was allowed to stir under a nitrogen atmosphere 
overnight. LCMS indicated the reaction was complete. Solvent was removed and water was 
added to the flask. A solid crashed out of solution that was collected by filtration. The solid 
was taken up in a 3% ammonia in methanol solution (8mL) and allowed to reflux at 60 °C 
for three hours. The reaction was neutralized with 1 N HC1 solution and extracted with ethyl 

30 acetate. The organic layer was dried with magnesium sulfate, filtered and concentrated to 
yield the title compound (134 mg, 41% yield). ! H NMR (DMSO-d 6 ) 5 13.5 (s, 1H), 9.2 (s, 
1H), 8.6 (m, 2H), 8.5 (s, IH), 8.1 (m, 2H), 7.95 (d, IH), 7.65 (d, 1H), 7.6 (m, 1H), 7.4 (m, 
3H), 4.6 (m, 2H) ES-MS m/z 347 [M+l]\ 

35 
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EXAMPLE 110 

SYNTHESIS OF N-[((2R)-2-HYDROXYCYCLOHEXYL)METHYL] [3-(4- 
FLUOROPHENYL) (lH-INDAZOL-5-YL)]CARBOXAMIDE 



10 




To a flask containing l-acetyl-3-(4-fluorophenyl)-lH-indazole-5-carbonyl 
chloride (330 mg, 0.95mmol) dissolved in pyridine (6 mL) was added trans-2-aminomethyl- 

15 1-cyclohexanol (135.6 mg, 1.05 mmol). The reaction was allowed to stir under a nitrogen 
atmosphere overnight. Solvent was removed and the reaction was extracted with ethyl 
acetate. The organic phase was washed with a saturated aqueous solution of sodium 
bicarbonate, dried with magnesium sulfate, filtered and concentrated to yield the crude 
product. The product was purified by column chromatography (Si0 2 , 5% methanol in 

20 dichloromethane). The compound was taken up in a 3% ammonia in methanol solution 
(8mL) and allowed to reflux at 60 °C for three hours. The reaction was neutralized with 1 N 
HC1 solution and extracted with ethyl acetate. The organic layer was dried with magnesium 
sulfate, filtered and concentrated to yield the title compound (240 mg, 69% yield). ! H NMR 
(DMSO-d 6 ) 6 13.5 (s, 1H), 8.6 (s, 2H), 8.1 (m, 2H), 7.9 (d, 1H), 7.6 (d, 1H), 7.4 (m, 2H), 

25 4.8 (s, 1H), 3.5 (m, 1H), 3.2 (m, 1H), 1.8 (m, 2H), 1.6 (m, 2H), 1.4 (m, 2H), 0.8-1.0 (m, 
3H), ES-MS m/z 368 [M+lf. 



30 



35 
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EXAMPLE 1 1 1 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-ESIDAZOL-5-YL)]-N-[2-(l- 
METHYLlMIDAZOL-5-YL)ETHYL]CARBOXAMIDE) 



5 

H 




The product was synthesized as described in Example 1 09 using l-acetyl-3- 
(4-fluorophenyl)-lH-indazole-5-carbonyl chloride (142.5 mg, 0.45 mmol) and 3- 
1 5 methylMstamine 1 OOmg, 0.5 mmol). The product was purified by semipreparative HPLC 
(20-80% acetonitrile gradient over 30 minutes at 20mI7min) to yield the title compound (52 
mg, 32 % yield). 'H NMR (DMSO-d 6 ) 6 8.85 (s, 1H), 8.5 (s, 1H), 8.05 (m, 2H), 7.9 (d, 1H), 
7.7 (d, 1H), 7.4 (m, 3H), 3.9 (s, 3H), 3.6 (m, 2H), 3.0 (m, 2H). ES-MS m/z 364 [M+l ] + . 

20 EXAMPLE 1 12 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N-(2- 

PYPJDYLMETHYL)CARBOXAMIDE 



H 



25 




To a flask containing l-acetyl-3-(4-fluorophenyl)-lH-indazole-5-carbonyl 
chloride (300 mg, 0.95mmol) dissolved in pyridine (4 mL) was added 2-aminomethyl 
pyridine (106 ul, 1.02 mmol). The reaction was allowed to stir under a nitrogen atmosphere 
overnight. LCMS indicated the reaction was complete. Solvent was removed and water was 
35 added to the flask. A solid crashed out of solution that was collected by .filtration. The 
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product was purified by column chromatography (Si0 2 , 5% methanol in dichloromethane). 
The solid was taken up in 3 % ammonia in methanol solution (8 mL) and allowed to reflux at 
60 °C for three hours. The reaction was neutralized with 1 N HC1 solution and extracted with 
Ethyl Acetate. The organic layer was dried with magnesium sulfate, filtered and concentrated 
; to yield the title compound (106 mg, 32 % yield). 'H NMR (DMSO-d 6 ) 6 13.5 (s, 1H), 9.3 
(t, 1H), 8.65 (s, 1H), 8.5 (d, 1H), 8.1 (m, 2H), 8.0 (d, 1H), 7.75 (t, 1H), 7.65 (d, 1H), 7.4 (m, 
3H), 7.25 (t, 1H), 4.6 (d, 2H), ES-MS m/z 368 [M+l] + . 

EXAMPLE 1 13 

0 SYNTHESIS OF N-[(TERT-BUTOXY)CARBONYLAMIN03 [3-(4-FLUOROPHENYL) 

( 1H-IND AZOL-5-YL)]CARBOXAMIDE 



H 



.5 




F 



The product was synthesized as described in Example 109 A using 1-acetyl- 
3-(4-fluorophenyl)-lH-indazole-5-carbonyl chloride (500 mg, 1.58 mmol) and tert-butyl 
carbazate (230 mg, 1.74 mmol). ! H NMR (DMSO-de) 6 10.35 (s, 1H), 8.95 (s, 1H), 8.4 (s, 
1H), 8.1 (m, 2H), 7.9 (d, 1H), 7.65 (d, 1H), 7.4 (t, 2H), 1.3-1.5 (m, 9H), ES-MS m/z 371 
[M+l] + . 

j 

* 

EXAMPLE 1 14 

SYNTHESIS OF N-AMINO[3-(4-FLUOROPHENYL)(l H-INDAZOL-5- 

YL)] C ARB OXAMIDE 
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To a flask containing N-[(tert-butoxy)carbonylamino] [3-(4-fluorophenyl)(lH- 
indazol-5-yl)]carboxamide (230 mg, 0.62 mmol) was added 4 N HC1 in dioxane (6 mL). 
The reaction was allowed to stir for four hours. The reaction was treated with 10% sodium 
hydroxide solution to make the reaction slightly basic. The solvent was removed and the 
5 reaction was diluted with water and extracted with ethyl acetate. The organic layer was dried 
with magnesium sulfate, filtered and concentrated to yield the title compound (153 mg, 91.6 
% yield). >H NMR (DMSO-d 6 ) 8 13.5 (s, 1H), 9.9 (s, 1H), 8.55 (s, 1H), 8.1 (m, 2H), 7.9 (d, 
1H), 7.65 (d, 1H), 7.4 (t, 2H), 4.5 (bs, 1H), 3.6 (s, 1H), ES-MS m/z 271 [M+H] + . 

10 EXAMPLE 115 

N^2-CAI^AMOYLETHYL)[3-(4-FLUOROPHENYL)(lH-INDAZOL-5- 

YL)] CARBOXAMEDE 




A. Tert-butvl 3- lfl-acetv1-3-('4-fluorophenvlV lH-indazol-5 -Yllcarbonvlamino> 
propanoate 

The title compound was prepared as described in Example 91 A, using H-0- 
25 Ala-O-tert-butyl hydrochloride (249 mg, 1.90 mmol) and l-acetyl-3-(4-fluorophenyl)-lH- 
indazole-5-carbonyl chloride (300 mg, 0.947 mmol). The reaction mixture was extracted 
with 5% sodium carbonate and ethyl acetate to afford the title compound (115 mg, 28%). 
ES-MS (m/z) 426[M+1] + . 



30 B. N-Q-carbamovlethvDrS-^-fluorophenvnflH-inda zol-S-vDIcarboxainide 

A sealed tube containing tert-butyl 3-{[l -acetyl-3-(4-fluorophenyl)-lH- 
indazol-5-yl]carbonylamino}propanoate (115 mg, 0.270 mmol) and methanol saturated with 
ammonium hydroxide (2 mL) was heated to 80°C for 18 hours. The solution was condensed 
to give an oil. The oil was dissolved in dimethyl formamide (5 mL) with N-lsr- 

35 carbonyldiimidazole (110 mg). The solution was allowed to stir for two hours at ambient 
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temperature. Ammonium acetate (160 mg) was added and the reaction mixture was allowed 
to stir at ambient conditions under nitrogen for 1 8 hours. The mixture was condensed and 
extracted with 5% sodium bicarbonate and ethyl acetate. The extracts were dried over 
sodium sulfate, filtered and condensed to give the title compound (17 mg, 19% yield) after 
5 purification by preparative-HPLC. 'H NMR (DMSO-d 6 ) 8 8.65 (br s, 1H), 8.47 (s, ffl), 8.00 
(m, 2H), 7.84 (d, 1H), 7.59 (d, 1H), 7.43 (br, 1H), 7.35 (t, 2H), 6.84 (s, 1H), 3.45 (m, 2H), 
2.39 (m, 2H); ES-MS (m/z) 327[M+lf. 

EXAMPLE 116 

1 0 N-(3-CARBAMOYLPROPYL)[3-(4-FLUOROPHENYL)(l H-INDAZOL-5- 

YL)] CARBOXAMIDE 



H 



15 




F 



20 a. Methyl 4-(ri-acetvl-3-(4-fluorophenvlVlH-indazol-5-vl1carbonvlamino>butanoate 

The title compound was prepared as described in Example 91 A, using methyl 
4-amino butyrate hydrochloride (291 mg, 1.90 mmol), except that the solution was extracted 
with 5% sodium bicarbonate solution and ethyl acetate. The resulting solid was triturated 
with dichloromethane and hexanes to afford the title compound (95 mg, 25%). ES-MS (m/z) 

25 398[M+1] + . 

B. N-(3-carbamovlpropvfif3-(4-fl^ 

A sealed glass bomb containing methyl 4-{[l-acetyl-3-(4-fluorophenyl)-lH- 
indazole-5-yl]carbonylamino}butanoate (95 mg, 0.239 mmol) in methanol with saturated 
30 ammonia (7 mL) was heated to 80°C for 1 8 hours. The reaction mixture was condensed and 
the resulting solid was purified by HPLC to afford the title compound (35 mg, 43% yield). 
'H NMR (DMSO-d 6 ) 6 13.43 (br s, 1H), 8.50 (s, 1H), 8.04 (m, 2H), 7.87 (d, 1H), 7.58 (d, 
1H), 7.37 (t, 1H), 7.29 (s, 1H), 6.75 (br s, 1H), 3;75 (m, 2H), 2.09 (t, 2H), 1.73 (t, 2H); ES- 
MS (m/z) 341[M+1] + . 
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py AMPLE 117 

SYNTHESIS OF 5-[3-(4-FLUOROPHENYL)(lH-INDAZOLE-5-YL)]-3-METHYL-4H- 

1,2,4-TRIAZOLE 



10 




A . [ ^-M-F1uorophenvninden-5-v11-N-((imin nethvnamino1carboxaniide 

To a flask containing N-amino[3-(4-fluorophenyl)(lH-indazol-5- . 
yl)]carboxamide (196 mg, 0.73 mmol) under a nitrogen atmosphere was added anhydrous 

15 ethanol (3mL) and triethylamine (0.1 mL, 0.73 mmol). In a separate flask ethyl acetimidate 
hydrochloride ( 90 mg, 0.73 mmol) was dissolved in anhydrous ethanol (2 mL) and 
triethylamine (0.1 mL, 0.73 mmol). The flask containing the N-ammb[3-(4-fluorophenyl)(lH- 
indazole-5-yl)]carboxamide solution was placed on ice while the ethyl acetimidate 
hydrochloride solution was added dropwise to the chilled flask. The flask was kept at 0°C 

20 for 2 hours and then allowed to stir at room temperature for two days. LC-MS indicated the 
reaction was complete. The solvent was removed and the compound was taken on crude into 
the next step of the synthesis. ES-MS m/z 312 [M+H] + . 

B . S-r3-f4-FluorophenvlVlH-ipda7Qle-5-vm- ^-methvl-4H-1.2,4-triazole 
25 In a flask containing [3-(4-fluorophenyl)inden-5-yl] -N- 

{(iminoethyl)amino]carboxamide (81 mg, 0.26 mmol) under a nitrogen atmosphere was 
added anhydrous dimethylformamide (5 mL). This was heated overnight at 1 10°C. In an 
additional flask [3-(4-fluorophenyl)inden-5-yl]-N- {(iminoethyl)amino]carboxamide (105 
mg, 0.33mmol) was heated overnight in anhydrous dimethylformamide (5 mL) at 80 °C. The 
30 solvents for both reaction were removed and the products combined. The combined product 
was purified by HPLC (20-100 acetonitrile gradient over 30 minutes at 20 mUmin) to yield 
the title compound (19 mg, 11% yield). l H NMR (DMSO-d 6 ) 8 13.5 (s, 1H), 8.6 (s, 1H), 8.0- 
8.08 (m, 3H), 7.7 (d, 1H), 7.42 (t, 2H), 2.5 (s, 3H), ES-MS m/z 294 [M+H] + . 

35 
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EXAMPLE 118 

SYNTHESIS OF 5-{3-(4-FLUOROPHENYL)(lH-INDAZOLE-5-YL)] 

3 -(METHYLETHYL)-4H- 1 ,2,4-TRIAZOLE 



10 



H 3 C 




A. Eihox\\3'( 4-fluorophenvlVlH-indazole"5-vnimethanimine hydrochloride 

To a flask containing 3-(4-fluorophenyl-lH-indazole-5-carbonitrile (200 mg, 
0.84 mmol) was added absolute ethanol (15 mL). The flask was placed in an ice bath and 
15 into the flask was bubbled hydrochloric acid gas until the solution became saturated. The 
reaction was allowed to stir under a nitrogen atmosphere overnight. LC-MS showed the 
reaction was complete. The solvent was removed and left on the pump to dry. The product 
was taken on crude into the next step of the synthesis ES-MS (m/z) 284. 

20 B. 5-r3-(4-FluorophenvlXlH-md^ 

To a flask containing ethoxy[3-(4-fluorophenyl)(lH-indazole-5- 
yl)]methanimine hydrochloride (106 mg, 0.37 mmol) was added absolute ethanol (2.5 mL) 
and triethylamine (0.15 mL, 1.1 Immol). The flask was placed on ice and to the flask was 
added a solution of isobutyric acid hydrazide (37.7 mg, 0.37mmol) in absolute ethanol was 

25 heated at 60°C for fifteen hours. An additional two equivalents of the isobutyric acid 
hydrazide (75 mg, 0.74 mmol) and triethylamine (0.2 mL, 135 mmol) was added to the 
reaction and allowed to stir overnight. Reaction was continuing to progress slowly, two 
equivalents of the isobutyric acid hydrazide (75 mg, 0.74 mmol) and triethylamine (0.2ml, 
1 .35 mmol) were added to the reaction and allowed to stir overnight. The reaction was 

30 stopped. Solvent was removed by rotary evaporation and the product was purified by HPLC 
to yield the title compound (53 mg, 45% yield). *H NMR (DMSO-d 6 ) 5 13.5 (s, 1H), 8.6 
(s,lH), 8.0-8.1 (m, 3H), 7.7 (m, 1H), 7.35-7.5 (m, 2H), 1.4 (m, 7H), ES-MS (m/z) 322 
[M+l] + . 
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TOf AMPLE 119 

SYNTHESIS OF l-{5-[3-(4-FLUOROPHENYL)- 
lH-INDAZOLE-5-YL]-4H-l,2,4-TRIAZOL-3-YL}PROPAN-2-OL 



10 




To a sealed tube containing ethoxy[3-(4-fluorophenyl)(lH-indazole-5- 
yl)]methairimine hydrochloride (300 mg, 0.94 mmol) dissolved in ethanol (15 mL) and 
15 triethylaxnine (0.3 ul, 2.82 mmol) was added a solution of 3-hydroxybutyric acid hydrazide 
(190 mg 1 5 mmol) in ethanol. The reaction was sealed and allowed to stir at 70°C 
overnight Solvent was removed and the product was purified via HPLC to yield the title 
compound. 'H NMR (DMSO-cL.) 5 8.7 (s, 1H), 8.1 (m, 3H), 7.75 (d, 1H), 7.4 (t, 2H), ES- 
MS (m/z) 338 [M+l] + - 



20 



FY AMPLE 120 

SYNTHESIS OF 5 -{3-(4-FLUOROPHENYL)(lH-INDAZOLE-5-YL)]-3-PHENYL-4H- 

1,2,4-TRIAZOLE 



25 



30 




The procedure described in example 119 using ethoxy[3-(4- 
fluorophenyl)(lH4ndazole-5-yl)]memaniinine hydrochloride (200 mg, 0.62 mmol), 
35 triemylainine (0.25 mL, 1 .86 mmol) and benzoic hydrazide (170 mg, 1 .25 mmol) was 
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followed to yield the title compound (105 nig, 48% yield). 'H NMR (DMSO-d 6 ) 5 13.5 (br 
s, 1H), 8.74 (s, 1H), 8.0-8.2 (m, 5H), 7.75 (d, 1H), 7.35-7.6 (m, 5H), ES-MS (m/z) 356 
[M+l] + . 

5 EXAMPLE 121 

SYNTHESIS OF 2-{5-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]-4H-l,2,4- 

t ■ 

TRIAZOL-3-YL} FURAN 



H 



10 




The procedure described in example 1 19 using ethoxy[3-(4- 
fluorophenyl)(lH-indazol-5-yl)]methanimine hydrochloride (200 mg, 0.62 mmol), 
triemylainine (0.25 mL, 1.86 mmol) and 2-furoic acid hydrazide (157.6 mg, 1.25 mmol) was 
20 followed to yield the title compound (32 mg, 15% yield). ] H NMR (DMSO-d 6 ) 8 14.8 (br s, 
1H), 13.5 (s, 1H), 8.7 (s, 1H), 8.0-8.15 (m, 3H), 7.78 (s, 1H), 7.75 (d, 1H), 7.4 (t, 2H), 7.0 
(br s, 7.0), 6.65 (s, 1H), ES-MS (m/z) 346 [M+l] + . 

EXAMPLE 122 

25 SYNTHESIS OF 5-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-3-(4-PYRIDYL)- 

4H- 1,2,4-TRIAZOLE 



H 



30 
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The procedure described in example 119 using ethoxy[3-(4- 
fluorophenyl)(lH4ndazole-5-yl)]me1haminine hydrochloride (200 mg, 0.62 mmol), 
triethylainine (0.25 mL, 1.86 mmol) and isonicotinic acid hydrazide (171.42 mg, 1.25 mmol) 
was followed to yield the title compound (34 mg, 15% yield). 'H NMR (DMSO-de) 6 13.6 
5 (s, 1H), 8.78-8.82 (m, 3H), 8.05-8.25 (m, SH), 7.8 (d, 1H), 7.45 (t, 2H), ES-MS (m/z) 357 
[M+l] + . 

EXAMPLE 123 

SYNTHESIS OF 3-(4-CHLOROPHENYL)-5-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5- 
10 YL)]-4H-l,2,4-TRIAZOLE 



15 




CI 



20 To a sealed tube containing ethoxy[3-(4-fluorophenyl)(lH-indazol-5- 

yl)]memanimine hydrochloride (300 mg, 0.94 mmol) dissolved in ethanol (15 mL) and 
triethylamine (0.3 uL, 2.82 mmol) was added 4-chlorobenzoic hydrazide (213 mg, 1.25 
mmol). The tube was sealed and allowed to stir at 75 °C overnight. The solvent was removed 
and the material was purified by HPLC to yield the title compound (46 mg, 19% yield). 'H 

25 NMR (DMSO-d,;) 5 13.5 (s, 1H), 8.75 (s, 1H), 8.0-8.2 (m, 5H), 7.76 (d, 1H), 7.6 (m, 2H), 
7.4-7.42 (t, 2H), ES-MS (m/z) 390 [M+l] + . 



30 



35 
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EXAMPLE 124 

SYNTHESIS OF 5-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-3-PROPYL-4H- 

1,2,4-TPJAZOLE 




The procedure described in example 123 using ethoxy[3-(4- 
fluorophenyl)(lH-indazol-5-yl)]memaninrine hydrochloride (200 mg, 0.62 mmol), 
15 triethylamine (0.25 mL, 1.86 mmol) and butyric acid hydrazide (127. 7 mg, 1.25 mmol) was 
used to prepare the title compound (16 mg, 8% yield). 'H NMR (DMSO-d 6 ) 5 13.5 (s,lH), 
8.6 (s, 1H), 8.0-8.1 (m, 3H), 7.68-7.7 (d, iH), 7.42 (t, 2H), 2.7 (t, 2H), 1.75 (m, 2H), 0.95 
(t, 3H), ES-MS (m/z) 322 [M+l] + . 

20 EXAMPLE 125 

SYNTHESIS OF 5-[3-(4-FLUOROPHENYL)(lH-INDAZOLE-5-YL)]-3-(4- 

NITROPHENYL)-4H- 1,2,4-TRIAZOLE 



25 



30 




The procedure described in example 123 using ethoxy[3-(4- 
fluorophenyl)(lH-indazole-5-ylymiethanimine hydrochloride (400 mg, 1.25 mmol), 
triethylamine (0.5 mL, 3.7 mmol) and 4-nitrobenzoic hydrazide(452 mg, 2.5 mmol) was used 
35 to prepare the title compound (167 mg, 33% yield). 'H NMR (DMSO-dg) 8 14.9 (bs, 1H), 



- 116- 



0210137A2J_> 



WO 02/1013" PCT/US01/23890 



13.6 (s, 1H). 8.79 (s, 1 H), 8.4 (s, 4H), 8.05-8.2 (m, 3H), 7.8 (d, 1H), 7.45 (t, 2H), ES-MS 
(m/z)401 [M+l ]'. 

EXAMPLE 126 

5 SYNTHESIS OF 1- {5-[3K4-FLUOROPHENYL)(lH-INDAZOL-5-YL)](4H-l,2,4- 

TRIAZOL-3-YL)]-4-METHOXYBENZENE 



10 



H 3 C 




15 



The procedure described in example 123 using ethoxy[3-(4- 
tluorophenyl)(lH-indazol-5-yl)]metharninine hydrochloride (400 mg, 1.25 mmol), 
triethylamine (0.5 mL, 3.7 mmol) and 4-memoxy benzhydrazide (415mg, 2.5 mmol) was 
20 US ed to prepare the title compound (175 mg, 37% yield). *H NMR (DMSO-d 6 ) 5 13.5 (s r 
1H), 8.71 (s, 1H), 8.16 (d, 1H), 8.0-8.1 (m, 4H), 7.75 (d, 1H), 7.45 (t, 2H), 7.1 (d, 2H), 
3.88 (s, 3H), ES-MS (m/z) 386 [M+l] + . 



25 



EXAMPLE 127 

SYNTHESIS OF ETHYL-2-{5-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]-4H- 

1 ,2,4-TRIAZOL-3-YL} ACETATE 



30 



H 3 C 




35 
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The procedure described in Example 123 using ethoxy[3-(4- 
fluorophenyl)(lH-indazole5-yl)]methanimine hydrochloride (400 mg, 1.25 mmol), 
triethylamine (0.5 mL, 3.7 mmol) and 4-methoxy benzhydrazide (415mg, 2.5 mmol) was 
used to prepare the title compound (195 mg, 43% yield). 'H NMR (DMSO-d 6 ) 8 13.5 (s, 
1H), 8.62 (s, 1H), 8.05 (t, 3H), 7.65 (d, 1H), 7.41 (t, 2H), 4.15 (q, 2H), 3.9 (s, 2H), 1.2 (t, 
3H), ES-MS (m/z) 366 [M+l] + . 



EXAMPLE 128 

SYNTHESIS OF 4-{5-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]-4H-l,2 5 4- 
0 TRIAZOL-3- YL} PHENYLAMINE 



H 



5 




H 2 N 

To a flask containing 5-[3-(4-fluorophenyl)(lH-indazol-5-yl)]-3-(4- 
nitrophenyl)-4H-l,2,4-triazole (60 mg) was added ethyl acetate (15 ml). The flask was 
evacuated and purged with nitrogen. To the flask was added palladium on carbon catalyst 
(lOmg). The reaction was placed under a hydrogen atmosphere and allowed to stir 
overnight. The reaction was filtered through celite and the organic layer was concentrated. 
The product was purified by HPLC to yield the title compound (15 mg, 26% yield). ! H 
NMR (DMSO-d 6 ) 5 13.5 (s, 1H), 8.65 (s, 1H), 8.1 (d, 1H), 8.05 (t, 2H), 7.77 (d, 2H), 7.7 
(d, 1H), 7.4 (t, 2H), 6.7 (d, 2H), ES-MS (m/z) 371 [M+l] + . 



;5 
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25 



EXAMPLE 129 

SYNTHESIS OF 5-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-3-BENZYL-4H- 

1,2,4-TRIAZOLE 




10 

The procedure described in example 123 using ethoxy[3-(4- 
fluorophenyl)(lH-mdazol-5-yl)]memanirnine hydrochloride (200 mg, 0.62 mmol), 
triethylamine (0.25 mL, 1.86 mmol) and phenyl acetic hydrazide (187mg, 1.25 mmol) was 
used to prepare the title compound (101 mg, 44% yield). l H NMR (DMSO-d 6 ) 8 8.7 (s, 1H), 
15 8.05 (m, 3H), 7.5 (d, 1H), 7.2-7.5 (m, 7H), 4.15 (s, 2H), ES-MS(m/z) 370 [M+l] + . 

EXAMPLE 130 
SYNTHESIS OF 2-[3-(4-FLUOROPHENYL)(lH-I^^ 

OXADIAZOLE 

20 




A. 2-r3>f4--Fluorophenvl > )( > lH-indazol-5-vn]»5"»phenvl-13.4-oxadiazole 

To a solution of phenyl hydrazide (68 mg, 0.5 mmol) in pyridine (3 mL) was 

30 added N-acetyl,3-F-Phenyl-5-carbonyl chloride indazole (150 mg, 0.5 mmol). The solution 
was stirred overnight at room temperature when water (30 mL) was added and the solid was 
filtered and dried in a vacuum oven (40 °C). The solid was then taken up in thionyl chloride 
(20 mL) and refluxed for 3 hours when the solvent was removed. The crude reaction mixture 
was then chromatographed on silica gel eluting with 15% methanol in methylene chloride to 

35 recover the acetylated product. The solid was taken up in methanol (30 mL) and saturated 
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ammonium hydroxide (3 mL) and stirred at room temperature for 3 hours when it was 
diluted with water (100 mL) and filtered. The title product was then dried in a vacuum oven 
to give 90 mg of said material (50% yield). «H NMR (DMSO-ci^ 6 13.7 (br s, 1H), 8.76 (s, 
1H), 8.23-8.14 (m, 3H), 8.10 (t, 2H), 7.83 (d, 1H), 7.68-7.62 (m, 3H), 7.43 (t, 2H); ES-MS 
(m/z) 357 [M+l] + . 

EXAMPLE 131 

SYNTHESIS OF 5-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-2-METHYL-l,3,4- 

OXADIAZOLE 

0 




This was a byproduct isolated in the purification of Example 117, 5-[3-(4- 
fiuorophenyl)(lH-indazole-5-yl)]-3-methyl-4H-l,2,4-triazole. 'H NMR (DMSO-d 6 ) 8 13.6 
(s, 1H), 8.55 (s, 1H), 8.0-8.08 (m, 3H), 7.8 (d, 1H), 7.4 (t, 2H), 2.5 (s, 3H), ES-MS (m/z) 
-0 295 [M+l ] + . 



EXAMPLE 132 

SYNTHESIS OF 3-(4-FLUOROPHENYL)-5-(2-PHENYLETHYNYL)- 1 H-IND AZOLE 



25 



30 




A. 2-Amino-5-bromo-4'-fluorobenzophenone 

To neat 4-fluorobenzoyl chloride (50.00 g, 315 mmol) in a flask at 130°C 
was added 4-bromoaniline (17.00 g, 100 mmol) in several portions. After it was stirred at 
35 130°C for 1 hour and the temperature was raised to 190°C, to the reaction mixture was 
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♦ 

added zinc chloride (1 1.00 g, 80.7 mmol) in several portions, then it was heated at 220°C 
for 22 hours. Once cooled to 180 °C, to the mixture was carefully added concentrated 
sulfuric acid (50 mL), acetic acid (70 mL), water (70 mL), and another portion of sulfuric 
acid (50 mL). The mixture was heated at 120°C overnight. It was poured into water 

5 (500 mL) and a white solid was precipitated. It was collected hy filtration and was dissolved 
in ethyl acetate and washed with 5% sodium carbonate until pH of the aqueous phase 
reached 8. The filtrate was basified with sodium carbonate and extracted with ethyl acetate. 
The combined ethyl acetate layers were dried over magnesium sulfate, filtered, and 
concentrated. The residue was then purified by chromatography (Si0 2 , 15-20% ethyl 

10 acetate/hexane) to provide the title compound (13.64 g, 46% yield). 'H NMR (CDCI 3 ) 6 
7.67 (m, 2H), 7.51 (d, 1H), 7.37 (dd, 1H), 7.14-7.20 (m, 2H>, 6.65 (d, 1H), 6.02 (br s, 2H); 
ES-MS (m/z) 296 [M+3] + , 294 [M+l] + . 

B. 5-Bromo-3-(4-fluorophenvlVlH-indazole 

15 To a solution of 2-amino-5-bromo-4 , -fluorobenzophenone (13.50 g, 45.9 

mmol) in 6 N hydrochloride solution (400 mL) and tetrahydrofuran (500 mL) at -1 5 ° C was 
slowly dropped a solution of sodium nitrite (4.12 g, 59.7 mmol) in water (20 mL). After 
stirring for 30 minutes in cold bath, to the reaction mixture was added a solution of tin(H) 
chloride dihydrate (28.48 g, 126 mmol) in concentrated hydrochloric acid (70 mL) dropwise. 

20 a white solid precipitated immediately. After 30 minutes, the white solid was filtered, 
dissolved in ethyl acetate, and washed with saturated sodium bicarbonate. The filtrate was 
neutralized with sodium hydroxide and extracted with dichloromethane. The ethyl acetate 
and dichloromethane layers were combined, dried over magnesium sulfate, and concentrated. 
Crystallization from ethyl acetate gave the title compound as a white solid (5.266 g). The 

25 mother liquor was then purified by chromatography (Si0 2 , 1 5-30% ethyl acetate/hexane) to 
provide another batch of the title compound (3.429 g, total 8.695 g, 65% yield). J H NMR 
(CDC1 3 ) 6 10.54 (br s, 1H), 8.11 (m, 1H), 7.87-7.92 (m, 2H), 7.50 (m, 1H), 7.34 (d, 1H), 
7.20-7.26 (m, 2H); ES-MS (m/z) 293 [M+3] + , 291 [M+l] + . 

30 C. 5-Bromo-3-(4-fluorophenvlVl-rtetrah vdropvran-2-vlVlH-indazole 

To a solution of 5-bromo-3-(4-fluorophenyl)-lH-indazole (8.00 g, 27.48 
mmol) in dried tetrahydrofuran (80 mL) under nitrogen at ambient temperature was added 
3,4-dihydro-2H-pyran (5.78 g, 68.7 mmol) and p-toluenesulfonic acid monohydrate (1.00 g, 
5.26 mmol). The reaction mixture was stirred at room temperature for 24 hours. It was 

35 quenched with dichloromethane and washed with 5% sodium carbonate and brine. The 
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dichloromethane layer was dried over magnesium sulfate and concentrated. Crystallization 
from diethyl ether and hexane provided the title compound (8.47 g, 82% yield). *H NMR 
(CDC1 3 ) 6 8.07 (t, 1H), 7.86-7.91 (m, 2H), 7.47-7.55 (m, 2H), 7.16-7.26 (m, 2H), 5.74 (dd, 
1H), 4.05 (m, 1H), 3.76 (m, 1H), 2.60 (m, 1H), 2.08-2.21 (m, 2H), 1.66-1.83 (m, 3H); ES- 
MS (m/z) 377 [M+3]" 3 375 [M+l] + . 

D. 3-(4-Fluorophenyl)-5-(2-phenvlethvnvlVl-(tetrahvdropwan-2-vlVlH-indaz 

A mixture of 5-bromo-3-(4-fluorophenyl)- 1 -(tetrahydropyran-2-yl)- 1 H- 
indazole (0.375 g, 1.0 mmol), triethylamine (1.5 mL), tri-o-tolylphosphine (0.122 g, 0.4 

0 mmol), tri(dibenzylideneacetone)dipalladium(0) (0.092 g, 0.1 mmol) and phenylacetylene 
(0.204 g, 2.0 mmol) in dried acetonitrile (10 mL) under nitrogen was heated to reflux 
overnight. It was quenched with water and extracted with ethyl acetate. The extracts were 
dried over magnesium sulfate, filtered, and concentrated. The residue was then purified by 
chromatography (Si0 2 , 10-15% ethyl acetate/hexane) to provide the title compound (0.127 

5 g, 32% yield). ! H NMR (CDC1 3 ) 6 8.16 (t, 1H), 7.93-7.97 (m, 2H), 7.54-7.64 (m, 4H), 7.34- 
7.37 (m, 3H), 7.21 (t, 2H) 5.77 (dd, 1H), 4.08 (m, 1H), 3.79 (m, 1H), 2.62 (m, 1H), 2.11- 
2.21 (m, 2H), 1.57-1.83 (m, 3H); ES-MS (m/z) 397 [M+lf. 

E. 3-f4-FluoroT3henvlV5-(2-phenvlethvnvlVlH-indazole 

0 To a solution of 3 -(4-fluorophenyl)-5.-(2-phenylethynyl)- 1 -(tetrahydropyran- 

2-yl)-lH-indazole in tetrahydrofuran (15 mL) was added 6 N hydrochloride solution (lOmL) 
and the mixture was stirred at ambient temperature overnight. After tetrahydrofuran was 
evaporated, the aqueous phase was neutralized with 5% sodium carbonate and extracted 
with ethyl acetate. The extracts were dried over magnesium sulfate, filtered, and 

5 concentrated. The residue was then purified by chromatography (Si0 2 , 1 5-30% ethyl 
acetate/hexane) to provide the title compound (0.071 g, 90% yield). J H NMR (CDC1 3 ) 6 
10.19 (br, 1H), 8.20 (s, 1H), 7.94-7.98 (m, 2H), 7.55-7.61 (m, 3H), 7.48 (dd, 1H), 7.34- 
7.41 (m, 3H), 7.23 (t, 2H); ES-MS (m/z) 313 [M+l] + . 
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F/X" AMPLE 133 

SYNTHESIS OF 5-[(lE)-2-PHENYLVINYL]-3-(4-FLUOROPHENYL)-lH-INDAZOLE 




10 A. 5-f(1F.V2-Phenvlvinvl1-3-f4-fluorop 

The title compound was prepared as described in Example 132 D, using 
styrene (0.208 g, 2.0 mmol) (0.267 g, 67% yield). 'H NMR (CDC1 3 ) 6 7.94-7.99 (M, 3H), 
7.69 (dd, 1H), 7.62 (d, 1H), 7.55 (d, 1H), 7.53 (d, 1H), 7.37 (t, 2H), 7.19-7.29 (M, 4H), 
7.15 (d, 1H), 5.77 (dd, 1H), 4.08 (m, 1H), 3.79 (m, 1H), 2.63 (m, 1H), 1.83-2.21 (m 5 2H), 

15 1.57-1.80 (m, 3H); ES-MS (m/z) 399 [M+l] + . 

B. 5-rnE^-2-Phenv1vinvll-3-f4-fluorop >iftnv1VlH-indazole 

The title compound was prepared as described in Example 132.E, using 5-[(l 
E)-2-phenylvmyl]-3-(4-fiuorophenyl)-l-(tetrahydropyran-2-yl)-lH-mdaz^^ (0.20 g,. 0.5 
20 mmol) (0.124 g, 79% yield). 'H NMR (CDC1 3 ) 6 10.1 (br 5, 1H), 7.95-8.02 (m, 3H), 7.72 
(dd, 1H), 7.49-7.56 (m, 3H), 7.38 (t, 2H), 7.21-7.30 (m, 4H), 7.15 (d, 1H); ES-MS (m/z) 
315[M+1] + . 



25 



EXAMPLE 134 

SYNTHESIS OF 5-[(lE)-2-(2-PYRIDYL)VINYL]-3-(4-FLUOROPHENYL)-lH- 

INDAZOLE 



30 



35 




5-rnEV2-Pvrriv1vmvm-3-(4-fluorophe 

The title compound was prepared as described in Example 132.D, using 2- 
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vinylpyridine (0.210 g, 2.0 mmol) (0.305 g, 76% yield). 'H NMR (CDC1 3 ) 6 8.61 (d, 1H), 
8.09 (d, 1H), 7.94-7.98 (m, 2H), 7.62-7.80 (m, 4H), 7.42 (d,lH), 7.13-7.24 (m, 4H), 5.77 
(dd, 1H), 4.08 (m, 1H), 3.79 (m, 1H), 2.63 (m, 1H), 2.10-2.21 (m, 2H), 1.64-1.83 (m, 3H); 
ES-MS (m/z) 400 [M+l ] + . 

B. 5 - U 1 E V2-P vridvlvinvll -3 -(4-fluorophenvlV 1 H-indazole 

The title compound was prepared as described in Example 132 E, using 5-[(l 
E)-2-pyridylvmyl]-3-(4-fluorophenyl)-l-(tetrahydropyran-2-yl)-lH-indazole (0.20 g, 0.5 
mmol) (0.149 g, 94% yield). 'H NMR (DMSO-d 6 ) 6 13.4 (br s, 1H), 8.76 (d, 1H), 8.53 (t, 
0 1H), 8.35-8.45 (m, 3H), 8.06 (m, 2H), 7.70-7.85 (m, 4H), 7.40 (m, 2H); ES-MS (m/z) 316 
[M+l] + . 

EXAMPLE 135 . . 

SYNTHESIS OF 4- {(1 E)-2-[(3-(4-FLUOROPHENYL)-lH-Il^AZOL-5-YL]VINYL} . 
5 BENZOIC ACID 



0 




A. 4- { (lEV2-r(3-(4-FluorophenvlVl -(tetrahvdropvran-2-vD-lH-indazol-5- 
•5 yllvinvUbenzoic Acid 

The title compound was prepared as described in Example 132 D, using 4- 
vinylbenzoic acid (0.296 g, 2.0 mmol) (0.284 g, 64% yield). 'H NMR (DMSO-d 6 ) 6 12.87 
(br s, 1H), 8.25 (s, 1H), 8.07 (m, 2H), 7.94 (m, 3H), 7.84 (d, 

1H), 7.74 (d, 2H), 7.63 (d, 1H), 7.40 (m, 3H), 5.94 (d, 1H), 3.92 (m, 1H), 3.81 (m, 1H), 
0 2.47 (m, 1H), 2.06 (m, 2H), 1.78 (m, 3H); ES-MS (m/z) 443 [M+l] + . 

B. 4- ((lEV2-r(3-(4-Fluorophenvn-lH-indazol-5-vllvinvnbenzoic Acid 

The title compound (0.163 g, 91% yield) was prepared as described in 
Example 132 E, using 4- {(1 E)-2-[(3-(4-fluorophenyl)-l-(tetrahydropyran-2-yl)-lH- 
; 5 indazole-5-yl]vinyl}benzoic acid (0.221 g, 0.5 mmol). 'H (DMSO-d 6 ) 6 13.35 (br s, 1H), 
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12.8 (br s, 1H), 8.25 (s, 1H), 8.08 (m, 2H), 7.95 (d, 2H), 7.83 (d, 1H), 7.74 (d, 2H), 7.63 
(m, 2H), 7.38 (m, 3H); ES-MS (m/z) 359 [M+l] + . 

F.XAMPLE 136 

5 SYNTHESIS OF 5-[(lE)-2<3-NITROPHENYL)VINYL]-3-(4-FLUOROPHENYL) 

. - 1H-INDAZOLE 



10 




A. 



5-ff 1 EV2-(3 -Nifrophenvl Vyinyn-3-f 4-fluoropheP vl VI H-indazole 
15 The title compound (0.134 g, 52% yield) was prepared as described in 

Example 132 D, using 5-bromo-3-(4-fluorophenyl)-lH-indazole (0.291 g, 1.0 mmol) and 3- 
nitrostyrene (0.298 g, 2.0 mmol). 'H NMR (CDC1 3 ) 6 10.12 (br s, 1H), 8.41 (t, 1H), 8.11 
(ddd, 1H), 8.07 (s, 1H), 7.97 (m, 2H), 7.82 (d, 1H), 7.73 (dd, 1H), 7.54 (m, 2H), 7.40 (d, 
1H), 7.26 (m, 2H), 7.16 (d, 1H); ES-MS (m/z) 360 [M+l] + . 

20 



F.XAMPLE 137 

SYNTHESIS OF 5-[(lZ)-2-PHENYLVINYL]-3-(4-FLUOROPHENYL)-lH-INDAZOLE 



25 



30 




A. 5-|TlZ>-2-Phenvlvinvn-3-(4-fluoroph ftnYlVIH-indazole 

A mixture of 3-(4-fluorophenyl)-5-(2-phenylethynyl)-lH-indazole (0.050 g, 
0.16 mmol), quinoline (0.030 g), and palladium (5 wt. % on barium carbonate, 0.015 g) in 
35 ethyl acetate (10 mL) was stirred under hydrogen for 5 hours. It was filtered with celite and 
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washed with ethyl acetate. The filtrate was washed with 5% hydrochloric acid solution and 
brine, dried over magnesium sulfate, filtered, and concentrated. The residue was then 
purified by chromatography (SiO z , 1 5-30% ethyl acetate/hexane) and by HPLC to provide 
the title compound (0.023 g, 46% yield): 'H NMR (CDC1 3 ) 6 10.15 (br s, 1H), 7.83 (s, 1H), 
7.70 (m, 2H), 7.29 (m, 7H), 7.11 (t, 2H), 6.72 (d, 1H), 6.68 (d, 1H); ES-MS (m/z) 315 
[M+l] + . 

EXAMPLE 138 

SYNTHESIS OF 5-[(lE)-2-(4-AMINOPHEl>r^)\aNYL]-3-(4-FLUOROPHEm r L)-lH- 

* 

0 INDAZOLE 



5 H 2 N 

F 

A. 5-f ( 1 EV2-f4-Aminophenvl>vinvl1-3-(4-fluorophenvlVl -(tetrahvdropvran-2-vlV 1H- 
indazole 

0 The title compound was prepared as described in Example 132 D, using 4- 

vinylaniline (0.286 g, 2.4 mmol) (0.196 g, 49% yield): l H NMR (CDC1 3 ) 6 7.96 (m, 2H), 
7.92 (s, 1H), 7.5 (ddd, 1H), 7.59 (d, 1H), 7.36 (d, 2H), 7.21 (t, 2H), 7.05 (d, 1H), 7.04 (d, 
1H), 6.69 (m, 2H), 5.76 (dd, 1H), 4.08 (m, 1H), 3.78 (m, 1H), 3.7 (br, 2H), 2.63 (m, 1H), 
2.14 (m, 2H), 1.79 (m, 3H); ES-MS (m/z) 414 [M+l] + . 

5 

B. 5-r(lEV2-(4-Aminophenvnvinvl")-3-(4-fluorophenvlVlH-indazole 

The title compound was prepared as described in Example 132 E, using 5-[(l 
E)-2-(4-aniinophenyl)vinyl]-3-(4-fluorophenyl)-l -(tetrahydropyran-2-yl)-lH-indazole (0.185 
g, 0.45 mmol) (0.094 g, 64% yield): 'H NMR (CDC1 3 ) 6 10.1 (br s, 1H), 7.97 (m, 3H), 7.66 
0 (dd, 1H), 7.47 (dd, 1H), 7.37 (m, 2H), 7.23 (m, 2H), 7.05 (m, 2H), 6.71 (m, 2H); ES-MS 
(m/z) 330 [M+l] + . 
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EXAMPLE 139 

SYNTHESIS OF 5-[(l E>2-(4-PYRIDYL)VlNYL]-3-(4-FLUOROPHENYL)-lH- 

INDAZOLE 




A. 5-rflEV2-(4-Pvridvl>vinvl1-3-(4-fluorophenvl>-l-(telTahvdropwan-2-vlVlH-indazole 

The title compound (0.284 g, 74% yield) was prepared as described in 
Example 132 D, using 4- vinylpyridine (0.252 g, 2.4 mmol) (0.284 g, 74% yield). *H NMR 
(CDC1 3 ) 6 8.58 (dd, 2H), 7.95 (m, 3H), 7.69 (dd, 1H), 7.65 (d, 1H), 7,44 (d, 1H), 7.39 (dd, 
15 2H), 7.22 (m, 2H), 7.04 (d, 1H), 5.78 (dd, 1H), 4.09 (m, 1H), 3.80 (m, 1H), 2.63 (m, 1H), 
2. 1 5 (m, 2H), 1 .80 (m, 3H); ES-MS (m/z) 400 [M+l] + . 

B. 5-r(lEV2-(4-Pvridvnvinvl1-3-(4-fluorophenvn-lH-nidazole 

The title compound (0.164 g, 79% yield) was prepared as described in 
20 Example 132 E, using 5-[(l E)-2-(4-pyridyl)vinyl]-3-(4-fluorophenyl)-l-(tetrahydropyran-2- 
yl)-lH-indazole (0.265 g, 0.66 mmol). 'H NMR (CDC1 3 ) 6 10.3 (br s, 1H), 8.59 (d, 2H), 
8.06 (s, 1H), 7.96 (dd, 2H), 7.72 (dd, 1H), 7.54 (d, 1H), 7.46 (d, 1H), 7.40 (d, 2H), 7.25 (t, 
2H), 7.04 (d, 1H); ES-MS (m/z) 416 [M+l] + . 

25 EXAMPLE 140 

SYNTHESIS OF (2E)-3-[3<4-FLUOROPHENYL)-lH-lNDAZOL-5-YL]PROP-2- 

ENOIC ACID 



30 




F 

35 

- 127- 



) 02101 37A2J_> 



WO 02/1013? 



PCT/USO 1/23890 



A. Eth vl ( 2 F. )- 3 - 13 - ( 4-F1 uorophenvl V 1 -f tetrahvdroDvran-2-vl V 1 H-mdazol-5-vl1prop-2- 
enoatc 

'ITie title compound (0.881 g, 74% yield) was prepared as described in 
Example 132 D, using ethyl acrylate (0.751 g, 7.5 mmol). J H NMR (CDC1 3 ) 5 8.05 (s, 1H), 
7.92 (m, 2H), 7.S3 (d, 1H), 7.64 (d, 2H), 7.21 (t, 2H), 6.46 (d, 1H), 5.76 (dd, 1H), 4.28 (q, 
2H), 4.07 (m, HI). 3.78 (m, 1H), 2.63 (m, 1H), 2.14 (m, 2H), 1.76 (m, 3H), 1.35 (t, 3H); 
ES-MS (m/z) 395 [M+l] + . 

B. Ethyl ( 2 EV- 3 - f 3 -(4-Fluorophenvl)- 1 H-indazol-5 -vnprop-2-enoate 

The title compound (0.602 g, 90% yield) was prepared as described in 
Example 132 E, using ethyl (2E)-3-[3-(4-fluorophenyl)-l-(tetrahydropyran-2-yl)-lH- 
mdazol-5-yl]prop-2-enoate (0.850 g, 2.15 mmol). ! H NMR (CDC1 3 ) 8 10.51 (br s, 1H), 
8.09 (s, 1H), 7.93 (m, 2H), 7.84 (d, 1H), 7.65 (d, 1H), 7.49 (d, 1H), 7.24 (t, 2H), 6.47 (d, 
1H), 4.29 (q, 2H), 1 .36 (t, 3H); ES-MS (m/z) 311 [M+l]\ 

C. (2EV3-f3 -(4-F1 uorophenvl)- 1 H-indazol-5-vnprop-2-enoic Acid 

To a solution of ethyl (2E)-3-[3-(4-fluorophenyl)-lH-indazol-5-yl]prop-2- 
enoate (0.10 g, 0.32 mmol) in tetrahydrofuran (10 mL) was added a solution of lithium 
hydroxide (0.032 mg. 1 .6 mmol) in water (5 mL) and the mixture was stirred at ambient 
temperature overnight. The reaction mixture was acidified with 6 N hydrochloric acid 
solution to give a white solid. It was then purified by HPLC to provide the title compound 
(0.43 g, 48% yield): 'H NMR (DMSO-d 6 ) 5 13.45 (br s, 1H), 12.28 (br s, 1H), 8.39 (s, 1H), 
8.11 (d, 1H), 8.10 (d, 1H), 7.83 (d, 1H), 7.79 (d, 1H), 7.60 (d, 1H), 7.35 (t, 2H), 6.57 (d, 
1H); ES-MS (m/z) 283 [M+l] + . 

EXAMPLE 141 

SYNTHESIS OF ETHYL (2E)-3-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]PROP- 

2-ENOATE 
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A. Ethvir2EV3-r3>f4-FluorophenvlVlH-indazol>5-y 11prQp-2-enoate 

A suspension of ethyl (2E)-3-[3-(4-fluorophenyl)-lH-indazol-5-yl]prop-2- 
enoate (0.48 g, 1.54 mmol) and palladium (10 wt % on activated carbon, 0.05 g) in ethyl 
acetate (15 mL) was stirred under hydrogen for 6 hours. It was filtered with celite, washed 
5 with ethyl acetate, and concentrated. The residue was then purified by chromatography 

(SiO z , 30-50% ethyl acetate/hexane) to provide the title compound (0.465 g, 96% yield): 'H 
NMR (CDC1 3 ) 6 10.28 (br s, 1H), 7.92 (m, 2H), 7.78 (s, 1H), 7.42 (d, 1H), 7.29 (d,lH), 
7.21 (t, 2H), 4.13 (q, 2H), 3.10 (t, 2H), 2.69 (t, 2H), 1.23 (t, 3H); ES-MS (m/z) 313 
[M+l] + . 

10 

EXAMPLE 142 

SYNTHESIS OF 3-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]PROPANOIC ACID 



15 




F 

20 

A. 3-f3-f 4-FluorophenvlV lH-indazol-5- vllpropanoic Acid 

The title compound (0.224 g, 62% yield) was prepared as described in 
Example 140 C, using ethyl (2E)-3-[3-(4-fluorophenyl)-lH-indazol-5-yl]prop-2-enoate (0.4C 
g, 1.28 mmol). "H NMR (CDC1 3 ) 6 13.15 (br s, 1H), 8.01 (m, 2H), 7.78 (s, 1H), 7.50 (d, 
25 1H), 7.33 (m, 3H), 2.96 (t, 2H), 2.60 (t, 2H); ES-MS (m/z) 
285 [M+l] + . 



30 



35 
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EXAMPLE 143 

SYNTHESIS OF 5-[2-(3-AMINOPHENYL)ETHYL]-3-(4-FLUOROPHENYL)-lH- 

INDAZOLE 



0 




A. 5-r2-(3-Aminophenvl')ethvll-3-(4-fluorophenvl)-lH-indazole 

The title compound (0.051 g, 55% yield) was prepared as described in 
Example 141 A. using 5-[(l E)-2-(3-Nitrophenyl)vinyl]-3-(4-fluorophenyl)-lH-indazole 
(0.10 g, 2.78 mmol). *H NMR (CDC1 3 ) 6 9.8 (br s, 1H), 7.88 (m, 2H), 7.69 (s, 1H), 7.43 
(d, 1H), 7.18-7.26 (m, 3H), 7.09 (t, 1H), 6.62 (d, 1H), 6.54 (m, 2H), 3.5 (br s, 2H), 3.05 (m, 
2H), 2.88 (m, 2H); ES-MS (m/z) 332 [M+l] + . 



0 



EXAMPLE 144 

SYNTHESIS OF 4-{2-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]ETHYL> 

BENZOIC ACID 



:5 




A. 4-^2-r3-< f 4-Fluorophenvl)-lH-indazol-5-vnethvl)benzoic Acid 

The title compound (0.044 g, 36% yield) was prepared as described in 
; 0 Example 141 A, using 4-{(l E)-2-[(3-(4-£luorophenyl)-lH-indazol-5-yl]vinyl}benzoic acid 

i 

(0. 120 g, 0.33 mmol) in methanol and it was then purified by HPLC. 'H NMR (DMSO-d 6 ) 
6 13.13 (br s, 1H), 7.76-7.94 (m, 5H), 7.48 (m, 1H), 7.32 (m, 5H), 3.03 (m, 4H); ES-MS 
(m/z) 361 [M+l] + . 



;5 
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EXAMPLE 145 

SYNTHESIS OF 3-(4-FLUOROPHENYL)-5-[2-(2-PYIUDYL)ETHYL]-lH-INDAZOLE 




10 A. 3-f4-Fluorophenvn-5-r2-f2-pvridvl')et hv11-1H-indazole 

The title compound was prepared as described in Example 141 A, using 5-[(l 
E)-2-pyridylvinyl]-3-(4-fiuorophenyl)-lH-indazole (0.125 g, 0.4 mmol) in methanol and it 
was then purified by HPLC (0.060 g, 47% yield): >H NMR (DMSO-d^ 6 13.14 (br s, 1H), 
8.52 (d, 1H), 7.95 (m, 2H), 7.79 (s, 1H), 7.69 (ddd, 1H), 7.42 (dd, 1H), 7.22-7.35 (m, 5H), 

15 3.12 (m, 4H); ES-MS (m/z) 318 [M+l] + . 

EXAMPLE 146 

SYNTHESIS OF 3-(4-FLUOROPHENYL)-5-(2-PHENYLETHYL)-lH-INDAZOLE 



20 




25 

A. 3-f4-FluoroDhenvn-5-f2-r >benvlethvlVlH-indazole 

The title compound (0.035 g, 35% yield) was prepared as described in 
Example 141 A, using 5-[(l E)-2-phenylvinyl]-3-(4-fluorophenyl)-lH-indazole (0.10 g, 0.32 
mmol). >H NMR (CDC1 3 ) 6 10.0 (br s, 1H), 7.87 (m, 2H), 5 7.66 (m, 1H), 7.43 (dd, 1H), 
30 7.27-7.30 (m, 3H), 7.17-7.24 (m, 5H), 3.08 (m, 2H), 2.98 (m, 2H); ES-MS (m/z) 317 
[M+l] + . 



35 
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EXAMPLE 147 
SYNTHESIS OF l-[3-(4-FLUOROPHEmX)-m^ 

1-OL 




A. 1 -r3-(4-FluorophenvlV 1 ■(tetrahvdropyran>2-vlVlH>indazol-5-vl]-2-phenvlethan-- 1 - 
ol 

To a solution of 5-bromo-3-(4-fluorophenyl)-l-(tetrahydropyran-2-yl)-lH- 
indazole (0.50 g, 1.0 mmol) in dried tetrahydrofiiran (15 mL) under nitrogen at -78 °C was 

15 added dropwise a 1.6 M solution of butyl lithium in hexane (1.1 mL, 1.7 mmol). After 
stirring for 20 minutes, to the reaction mixture was added phenylacetaldehyde (0.228 g, 1 .9 
mmol). The reaction mixture was stirred additional 1 hour at -78°C and the temperature 
was gradually raised to room temperature. It was quenched with water and extracted with 
dichloromethane. The extracts were dried over magnesium sulfate, filtered, and 

20 concentrated. The residue was then purified by chromatography (Si0 2 , 15-30% ethyl 
acetate/hexane) to provide the title compound (0.246 g, 44% yield): *H NMR (CDC1 3 ) 6 
7.86 (m, 2H), 7.80 (d, 1H), 7.09-7.47 (m, 9H), 6.98 (dd, 1H), 5.70 (dd, 1H), 5.07 (t, 1H), 
4.08 (m, 1H), 3.65 (m, 1H), 3.06 (d, 1H), 2.67 (m, 2H), 2.11 (m, 2H), 1.75 (m, 3H); ES-MS 
(m/z)417[M-H] + . 

25 

B. l-\3 -(4-FluorophenvlV 1 H-indazol-5-vl1-2-phenvlethan- 1 -ol 

The title compound was prepared as described in Example 132 E, using l-[3- 
(4-fluorophenyl)- 1 -(tetrahydropyran-2-yl)- 1 H-indazol-5 -yl] -2-phenylethan- 1 -ol (0. 1 3 0 g, 
0.31 mmol) to provide the title compound (0.024 g, 23% yield): J H NMR (CDC1 3 ) 6 10.0 
30 (br s, 1H), 7.89 (m, 2H), 7.49 (m, 1H), 7.40 (dd, 1H), 7.27-7.34 (m, 3H), 7.16-7.23 (m, 
5H), 7.05 (dd, 1H), 5.07 (dd, 1H), 3.09 (m, 2H); ES-MS (m/z) 333 [M+l] + . 



35 
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EXAMPLE 148 

SYNTHESIS OF l-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]-2- 

PHENYLETHAN- 1 -ONE 




10 

A. l-[3-(4-FluorophenvlVl-(tetrahvdrop^ 
one 

A suspension of 1 -[3 -(4-fluorophenyl)- 1 -(tetrahydropyran-2-yl)- lH-indazol- 
5-yl]-2-phenylethan-l-ol (0.223 g, 0.54 mmol) and pyridinium chlorochromate (1.0 g, 4.6 

15 mmol) in dried dichloromethane (10 mL) under nitrogen was stirred at ambient temperature 
for 6 hours. It was diluted with dichloromethane and washed with saturated sodium 
bicarbonate and brine. The organic layer was dried over magnesium sulfate, filtered, and 
concentrated. The residue was then purified by chromatography (Si0 2 , 15-30% ethyl 
acetate/hexane) to provide the title compound (0.1 12 g, 51% yield): *H NMR (CDC1 3 ) 8 

20 8.62 (d, 1H), 8.10 (dd, 1H), 7.85-7.90 (m, 2H), 7.65 (dd, 1H), 7.19-7.37 (m, 7H), 5.77 (dd, 
1H), 4.35 (s, 2H), 4.06 (m, 1H), 3.77 (m, 1H), 2.59 (m, 1H), 2.14 (m, 2H), 1.70 (m, 3H); 
ES-MS (m/z) 4 1 5 [M+l ] + . 

B. 1 -f 3-( 4-FluorophenvlV 1 H~indazol-5-vl]-2-phenvlethan-l-one 

25 The title compound (0.021 g, 27% yield) was prepared as described in 

Example 132 E, using 1-[3-(4-fluorophenyl)-l-(tetrahydropyran-2-yl)-lH-indazol-5-yl]-2- 
phenylethan-l-one (0.10 g, 0.24 mmol. *H NMR (CDC1 3 ) 6 10.37 (br s, 1H), 8.67 (d, 1H), 
8.12 (dd, 1H), 7.86-7.91 (m, 2H), 7.52 (d, 1H), 7.21-7.38 (m, 7H), 4.37 (s, 2H), 3.09 (m, 
2H); ES-MS (m/z) 331 [M+l] + . 

30 



35 
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EXAMPLE 149 
SYNTHESIS OF 3-(4 METHOXYPHENYL)-^ 




10 

A. 1 H-Indazole-5-carbonitrile 

To a 1-L beaker was added 20.0 g (150 mmol) of 5-aminoindazole, and 
150 g of ice. The mixture was stirred with a magnetic stir bar and cooled on an ice-water 
bath. To this mixture was added 37.5 mL of concentrated aqueous hydrochloric acid, 

15 followed by a solution of 10.5 g (152 mmol, 1.01 equiv.) of sodium nitrite in 30 mL of H 2 0, 
dropwise over 15 min. The mixture was vigorously stirred for 30 min. and then carefully 
neutralized to pH ca. 7.0 with 9.5 g of solid sodium carbonate (NajCC^). This mixture was 
transferred to a 1-L separatory Jfunnel, kept cold by the addition of ice, and added dropwise 
to an ice cooled, magnetically stirred mixture of 16.8 g (188 mmol, 1.24 equiv.) of copper 

20 (I) cyanide (CuCN), 24.4 g (498 mmol, 3.32 equiv.) of sodium cyanide (NaCN), 1 12 mL 
H 2 0, and 250 mL of ethyl acetate (EtOAc) in a 2-L erlenmeyer flask over 20 min. Nitrogen 
gas was evolved from the reaction. The mixture turned dark quickly, and was stiixed on ice 
for 30 min. and then the ice was removed. Stirring was continued for 3.5 h. The mixture 
was then heated on a hot plate until the internal temperature was 50°C. The reaction was 

25 removed from the hot plate and allowed to cool to 35 °C, and filtered through filter paper. 
The layers were separated, and the organic layer was washed with saturated aqueous NaCl, 
and dried (Na 2 S0 4 ). The organic layer was poured directly onto a 65 mm column containing 
200 g of silica gel and eluted with EtOAc. Fractions of 500 mL were collected, and all 
product containing fractions were combined and concentrated to give the title compound 

30 (19.60 g, 91% yield): ES-MS (m/z) 144 [M+l] + . 

B. 3-Bromo- 1 H-indazole- 5 -carbonitrile 

A 2-L round bottomed flask was charged with lH-indazole-5-carbonitrile 
(17.6 g, 123 mmol), 333 mL methanol (MeOH), 333 mL of 2.0 M aq. NaOH, and a solution 
35 of bromine (Br 2 , 54.7 g, 344 mmol, 2.80 equiv.) in 166 mL of 2.0 M aq. NaOH. The 
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mixture was warmed on an oil bath to 40°C (external temperature) for 6 h, and then cooled 
to room temperature in a water bath. The pH of the solution adjusted to ca. 5.5 with 103 
mL of 4.0 M aq. HCI. The resulting precipitate was collected by filtration, washed with 
200 mL of H 2 0, and dried, the product was purified by chromatography on 265 g of silica 
5 gel using 30-40% EtOAc in hexanes. This afforded the title compound (12.83 g, 47% 
yield): ES-MS (m/z) 222 [M+l] + . 

C. 3-Bromo-l-perhvdro-2H-Pwan-2~vl-lH-indazoIe-5-carbonitrile 

To a solution of 13.67 g (61.56 mmol) of 3-bromo-lH-indazole-5- 
10 carbonitrile and 2.06 g (10.8 mmol, 0.175 equiv.) of p-toluenesulfonic acid monohydrate in 
247 mL of anhydrous tetrahydrofuran (THF) was added 1 1.2 mL (123 mmol, 2.00 equiv.) of 
3,4-dihydro-2H-pyran. The mixture was refluxed under a nitrogen atmosphere for 14h. The 
reaction was quenched with saturated aqueous sodium bicarbonate (sat. aq. NaHC0 3 ). The 
mixture was extracted twice with EtOAc. The combined organics were washed with 2 x sat. 
15 aq. NaHC0 3 , 1 x sat. aq. NaCl, and dried over Na^CXj. Chromatography of the crude 
material on 200 g of silica gel using 30% EtOAc in hexanes afforded the title compound 
(14.34 g, 76% yield): ES-MS (m/z) 306 [M+lf . 

D. 3-(4-MethoxvphenvlVl -perhvdro>2H--T)vran-2-vl-lH-indazole-5-carbonitrile 

20 A flask was charged with 300 mg (0.98 mmol) of 3-brorno- l-perhydro-2H- 

pyran-2-yl-lH-indazole-5-carbonitrile, 223 mg (1.47 mmol, 1.50 equiv.) of 4- 
methoxyphenylboronic acid, 80.3 mg (0.098 mmol, 0.100 equiv.) of [l,l f -bis 
(diphenylphosphino)-ferrocene} dichloropalladiuin (II) complex with dichloromethane 
(Aldrich), 1.04 g (4.90 mmol, 4.98 equiv.) of powdered potassium phosphate (K 3 P0 4 ), and 

25 4.90 mL of anhydrous 1 ,2-dimethoxyethane (DME). The mixture was refluxed under 

nitrogen for 19 h. The mixture was diluted with CH 2 C1 2 , washed with 2 x sat. aq. NaHC0 3 , 
and dried (Na^O^. The crude material was purified by silica gel chromatography using 20- 
30% EtOAc in hexanes affording the title compound (251 mg, 77% yield): ES-MS (m/z) 
334 [M+lf. 

30 

E. 3-(4,MethoxvDhenvl)-lH-indazole-5-carboiiitrile 

A mixture of 251 mg (0.753 mmol) of 3-(4-methoxyphenyl)-l-perhydro-2H- 
pyran-2-yl- 1 H-indazole-5 -carbonitrile, 5.0 mL of dioxane, and 5.0 mL of 6.0 N aq. HCI was 
heated at 65 °C for 22 h. The reaction mixture was added to a mixture of 10.0 mL of H 2 0 
35 and 20.0 mL of EtOAc with stirring. The layers were separated and the aqueous layer was 
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extracted with EtOAc. The combined organic layers were added to. 60 mL of sat. aq. 
NaHC0 3 with rapid stirring. The layers were separated, and the organic layer was washed 
with sat. aq. NaHC0 3 , and dried (NajSOJ. Purification of the crude material by silica gel 
chromatography using 30 - 50% EtOAc in hexanes afforded the title compound (129 mg, 
7 1 % yield): ES-MS (m/z) 250 [M+l ] + . 

F. 3-(4-MethoxvphenvlVlH-indazole-5-carboxamide 

A mixture of 20 mg (0.080 mmol) of 3-(4-methoxyphenyl)-lH-indazole-5- 
carbonitrile, 0.428 mL of 95% denatured ethanol, 0.021 mL of H 2 0, 0.32 mL of 30% 

0 aqueous hydrogen peroxide (aq. HjOj) and 0.032 mL of 6.0 N aq. NaOH (0.192 mmol, 2.4 
equiv.) was heated at 50°C for 3 h, and then acidified to pH = 6.0 with 0.052 mL of 6.0 N 
1 0 aq. HC1. The mixture was extracted with 2 x EtOAc. The combined organics were 
washed with 2 x sat. aq. NaHC0 3 , dried (NajSC^), filtered, and concentrated affording the 
title compound (8.9 mg, 41.6% yield): l H NMR (CDCyDMSO-d*) 6 12.5 (br s, 1H), 8.60 

5 ( S , 1H), 7.95 (d, 2H), 7.85 (d, 2H), 7.55 (d, 1H), 7.05 (d, 2H), 3.89 (s, 3H); ES-MS (m/z) 
268 [M+l ] + . 

EXAMPLE 150 

SYNTHESIS OF 3-(4-HYDROXYPHENYL)-lH-INDAZOLE-5-CARBOXAMIDE 

10 




OH 

A. 3-(4-HydroxvphenvIVl-perhvdro^ 

The title compound (219 mg, 57% yield) was prepared as described in 
Example 149 D using 4-hydroxybenzeneboronic acid (250 mg, 1.81 mmol). ES-MS (m/z) 
*0 320[M+1]\ 

B. 3-(4-HvdroxvphenvlVlH-indazole-5-carbomtrile 

The title compound (520 mg, 82% yield) was prepared as described in 
Example 149 E using 3-(4-hydroxyphenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
35 carbonitrile (860 mg, 2.69 mmol). ES-MS (m/z) 236 [M+l] + . 
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C. :W4-HvdroxvphenvlMH-mdazole -5-carboxainide 

The title compound (30 mg, 48% yield) was prepared as described in 
Example 149 F using 3-(4-hydroxyphenyl)-lH-indazole-5-carbonitrile (60 mg, 0.255 mmol). 
'H NMR (DMSO-d 6 ) 5 13.22 (s, 1H), 9.67 (s, 1H), 8.56 (s, 1H), 8.1 (br s, 1H), 7.95-7.80 
> (m, 3H), 7.56 (d, 1H), 7.4 (br, 1H), 6.93 (d, 2H); ES-MS (m/z) 254 [M+l] + . 

EXAMPLE 151 

SYNTHESIS OF 3-(2-NAPHTHYL)-lH-INDAZOLE-5-CARBOXAMlDE 




.5 

A. 3-(2-NaDhmvn-l-perhvdro-2H-pvmn-2-vl-lH-ir> da7.n1e-5-carbonitrile 

The title compound (262 mg, 76% yield) was prepared as described in 
Example 149 D using 2-naphthaleneboronic acid (252 mg, 1.46 mmol. ES-MS (m/z) 354 
[M+l] + . 

10 

B. 3-f2-NaphthvlVlH-ind a7nle-5-carbonitrile 

The title compound (105 mg, 53% yield) was prepared as described in 
Example 149 E using 3-(2-naphthyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile 

(262 mg, 0.741 mmol). ES-MS (m/z) 270 [M+l] + . 

15 

C. 3-(2-NaphthvlVlH-indazole-5-carboxamide 

The title compound (142 mg, 79% yield) was prepared as described in 
Example 149 F using 3-(2-naphthyl)-lH-indazole-5-carbonitrile (168 mg, 0.624 mmol). 'H 
NMR (DMSO-d,) 6 13.53 (s, 1H), 8.77 (s, 1H), 8.60 (s, 1H), 8.23 (dd, 2H), 8.16-8.05 (m, 
''0 2H), 7.98 (m, 2H), 7.68-7.52 (m, 3H), 7.39 (br s, 1H); ES-MS (m/z) 288 [M+l] + . 



*>5 
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EXAMPLE 1 52 

SYNTHESIS OF METHYL 3-BENZO[B]THIOPHEN-2-YL-lH-INDAZOLE-5 

CARBOXYLATE 




10 



A. 3-Bromo- 1 -perhvdro-2H-pvran-2-vl- 1 H-indazole-5-carboxamide 

The title compound was prepared as described in Example 149 F using 3- 
bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (1.50 g, 4.92 mmol) to provide 
15 the title compound (1.37 g, 86% yield): ES-MS (m/z) 324 [M+l] + . 

B. 3-Benzof blthiophen-2-vl- 1 -perhvdro-2H-pvran-2-vl- 1 H-indazole-5-carboxamide 

A mixture of 3-bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
carboxamide (425 mg, 1.31 mmol), benzo[b]thiophene-2-boronic acid (348 mg, 1.95 
20 mmol, 1.49 equiv.), [l,r-bis(diphenylphosphino)-ferrocene} dichloropalladium (II) 

complex with dichloromethane (107 mg, 0.131 mmol, 0.10 equiv.), potassium phosphate 
(K 3 P0 4 , 1.38 g, 6.50 mmol, 4.96 equiv.) and 6.5 mL of DME were refluxed for 18 h and 
concentrated. Purification by silica gel chromatography using 0-5% MeOH in EtOAc as 
eluent afforded the title compound (126 mg, 26% yield): ES-MS (m/z) 378 [M+l] + . 

25 

C. Methyl 3-benzorb1thiophen-2-vl- 1 H-indazole-5-carboxvlate 

A mixture of 3-benzo[b]thiophen-2^yl-l-perhydro-2H-pyran-2-yMH- 
indazole-5-carboxamide (126 mg, 0.334 mmol), 10.0 mL of MeOH, and 10.0 mL of 6.0 N 
aq. HC1 were heated at 65 °C for 24 h. The reaction mixture was added dropwise to 50 mL 
30 of 6.0 N aq. NaOH with stirring. This mixture was extracted with 3 x EtOAc and the 

combined organics were dried (Na 2 S0 4 ). Purification by silica gel chromatography using 30- 
40% EtOAc in hexanes afforded the title compound (27.0 mg, 26% yield): ] H NMR 
(DMSO-d 6 ) 6 13.75 (br s, 1H), 8.84 (s, 1H), 8.19 (s, 1H), 8.15-7.95 (m, 3H), 7.74 (d, 1H), 
7.45-7.35 (m, 2H), 3.94 (s, 3H); ES-MS (m/z) 378 [M+l] + . 

35 
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EXAMPLE 153 

SYNTHESIS OF 3-BENZO[B]TfflOPHEN-2-YL-lH-INDAZOLE-5- 

CARBOXYLIC ACID 




A. 3-Benzorb1thiophen-2-vl-lH-indazole-5-carboxvlic acid 

A solution of methyl 3-b.enzo[b]thiophen-3-yl-lH-indazole-5-carboxylate (20 
mg, 0.065 mmol), 5.00 mL of MeOH, and 5.00 mL of 6.0 N aq. NaOH was heated at 85°C 
for 2.5 h. The mixture was diluted with 6.0 N aq. NaOH, and extracted with 3 x EtOAc. The 
15 aqueous layer was then acidified to pH = 1.0 with 6.0 N aq. HC1. This mixture was extracted 
with 3 x EtOAc, and the combined organics were dried (NajSO^, filtered, and concentrated 
to give the title compound (5 mg, 26% yield): 'H NMR (DMSO-dJS 13.71 (br s, 1H), 13.0 
(very br s, 1H), 8.83 (s, 1H), 8.17 (s, 1H), 8.05-7.95 (m, 3H), 7.70 (d, 2H), 8.50-8.35 (m, 
2H); ES-MS (m/z) 295 [M+l] + . 

20 

EXAMPLE 154 

SYNTHESIS OF 3-BENZO|B]THIOPHEN-2-YL-lH-INDAZOLE-5-CARBOXAMIDE 



25 




30 A. 3-BenzoP3ltmophen-2-vl-l-perhvdro-2H-pwan-2-vl-lH-mda2ole-5-carbonitrile 

The title compound (397 mg, 1 10% yield, 85.5% pure by HPLC) was 
prepared as described in Example 149 D using benzo[b]thiophene-2-boronic acid (348 mg, 
1.95 mmol). ES-MS (m/z) 360 [M+l] + . ' 



35 

- 139- 



0210137A2 I '> 



WO 02/10IJ? 



PCT/US01/23890 



B. 3~Ben/o[h1tliionhcn>2-vMH-indazole-5-carbonitrile 

The title compound (153 mg, 50.3% yield) was prepared as described in 
Example 149 E using 3-benzo[b]thiophen-2-yl-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
carbonitrile (397 mg, 1.10 mmol). ES-MS (m/z) 276 [M+l] + . 

C. 3 -B en2 of hlthi ophen-2- vl- 1 H-indazole-5 -carboxainide 

The title compound (127 mg, 80.9% yield) was prepared as described in 
Example 149 F using 3-benzo[b]thiophen-3-yl-lH-indazole-5-carbonitrile (147 mg, 0.534 
mmol). J H NMR (DMSO-d 6 ) 6 13.59 (br, 1H), 8.80 (s, 1H), 8.31 (s, 1H), 8.25 (br s, 1H), 
0 8.05-7.90 (m, 3H), 7.65 (d, 1H), 8.50-8.38 (m,3H; ES-MS (m/z) 294 [M+l] + . 

EXAMPLE 155 

SYNTHESIS OF 3-BENZO[D]FURAN-2-YL-lH-INDAZOLE-5-CARBOXAMIDE 




0 

A. 3-Benzof dl furan-2-vl-l -perhvdro-2H-pvran-2-vl-lH-indazole-5-carbonitrile 

The title compound (361 mg, 79% yield) was prepared as described in 
Example 149 D using benzo[b]furan-2-boronic acid (342 mg, 2.1 1 mmol). ES-MS (m/z) 
344 [M+l] + . 

.5 

B. 3-Benzo[d1furan-2-vl-lH-indazole-5-carbonitrile 

The title compound (128 mg, 47% yield) was prepared as described in 
Example 149 E using 3-benzo[d]furan-2-yl-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
carbonitrile (361 mg, 1 .05 mmol). ES-MS (m/z) 260 [M+l] + . 

0 

C. 3-Benzord1furan-2-vl-lH-indazole-5-carboxamide 

The title compound (134 mg, 98% yield) was prepared as described in 
Example 149 F using 3-benzo[d]furan-2-yl-lH-indazole-5-carbonitrile (128 mg, 0.494 
mmol). ! H NMR (DMSO-d 6 ) 8 8.73 (d, 1H), 8.21 (s, 1H), 7.97 (dd, 1H), 7.70 (dt, 2H), 
5 7.61 (s, 1H), 7.43 (d, 1H), 7.42-7.25 (m, 3H); ES-MS (m/z) 278 [M+lf. 
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EXAMPLE 156 

SYNTHESIS OF 3-[3-(METHYLETHYL)PHENYL]-lH-indazole-5- 

CARBOXAMIDE 



H 2 N 




10 



A. 3-[3-rMethvlethvDphenvll-lH-indazole-5-carboxainide 

The title compound (100 mg, 55% yield) was prepared as described in 
Example 149 F using hydrogen peroxide (2.5 mL). l H NMR (DMSO-d^ 8 13.4 (s, 1H), 
15 8.58 (s, 1H), 8.15 (br s, 1H), 7.92 (d, 1H), 7.88-7.84 (m, 2H), 

7.61 (d, 1H), 7.48 (t, IH), 7.33 (d, 2H), 3.03 (septet, 1H), 1.28 (d, 6H); ES-MS (m/z) 280 
[M+lf. 

EXAMPLE 157 

20 SYNTHESIS OF 3-[4-(piMETHYLAMINO)PHENYL]-lH-INDAZOLE-5- 

CARBOXAMDDE 



25 




30 A. 3-r4-(dimethvlanuno)phenvl1-l-perhv(ho-2H-pvran-2-vl-lH-mdazole-5-carbonitrile 

The title compound (257 mg, 56.7% yield) was prepared as described in 
Example 149 D using 4-(N,N-dimemylamino)phenylboronic acid (322 mg, 1.95 mmol). ES- 
MS (m/z) 347 [M+l] + . 



35 
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B. 3-f4-(dimethvlaminoVhenvl]-lH"indazole-5-carbonitrile 

The title compound (127 mg, 65.1% yield) was prepared as described in 
Example 149 E using 3-[4-(dimethylammo)phenyl]-l-^ 
5-carbonitrile (257 mg, 0.742 mmol). ES-MS (m/z) 276 [M+l] + . 

* 

> 

C. 3-r4-(dimethvlamino)phenvl]-lH-indazole-5-carboxamide 

A solution of 3-[4-(dimethylamino)phenyl]-lH-indazole-5-carboiiitrile (125 
mg, 0.476 mmol) in 5.00 mL of concentrated aq. HC1 was heated at 47 °C for 1 h, and then 
added dropwise with stirring to 20 mL of 6.0 N aq. NaOH that was cooled in a water bath. 
0 The mixture was extracted with 2 x EtOAc, and the combined organics were dried 

(NajSO.,). Purification by silica gel chromatography using EtOAc as eluent afforded the title 
compound (69.3 mg, 52.1% yield): 'H NMR (DMSO-d 6 ) 6 13.19 (s, 1H), 8.58 (s, 1H), 8.10 
(br s, 1H), 7.9S-7.82 (m, 3H), 7.56 (d, 1H), 7.30 (br s, 1H), 6.84 (d, 2H), 2.98 (s x 6H); ES- 
MS (m/z) 281 [M+l] + . 



15 



EXAMPLE 158 

SYNTHESIS OF 3-(3-FIJRYL)-lH-INDAZOLE-5-CARBOXAMIDE 



10 




A. 3-(3-Furvl)- 1 H-indazole-5-carboxamide 
-5 The title compound (100 mg, 55% yield) was prepared as described in 

Example 149 F using hydrogen peroxide (2.5 mL). J H NMR (DMSO-d 6 ) 5 13.3 (s, 1H), 
8.57 (s, 1H), 8.54 (s, 1H), 8.14 (br s, 1H), 7.95 (d, 1H), 7.85 (m, 1H), 7.58 (d, 1H), 7.35 (br 
s, 1H), 7.08 (s, 1H); ES-MS (m/z) 228 [M+l] + . 

30 
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F.X AMPLE 159 

SYNTHESIS OF 3 -(2-PHENYLETHYNYL)- 1 H-BSTD AZOLE-5-C ARB OXAMIDE 




10 A. 1 -Perhvdro-2H-pvran-2-vl-3-f2-phenvletfavnvlVlH-indaz ole-5-carbonitrile 

A mixture of 3-bromo- 1 -perhydro-2H-pyran-2-yl- 1 H-indazole-5-carbonitrile 
(400 mg, 1.31 mmol), 10.0 mL of acetonitrile (CH 3 CN), diisopropylethylamine (172 mg, 
1.33 mmol, 1.01 equiv.), dichlorobis(triphenylphosphine)palladium(II) [(Ph 3 )P 2 PdCl 2 , 0.0187 
mmol, 0.0143 equiv.), copper (I) iodide (Cul, 13.1 mg, 0.0688 mmol, 0.0525 equiv.), and 

15 phenylacetylene (147 mg, 1.44 mmol, 1.10 equiv.) were refluxed for 3 h and concentrated. 
Purification by silica gel chromatography using 20-30% EtOAc in hexanes afforded the title 
compound (327 mg, 76.2% yield): ES-MS (m/z) 328 [M+l] + . 

B. 3 -f2-Phenv1ethvnvlVlH-indazole-5-carbonitrile 

20 The title compound (77.7 mg, 32.0% yield) was prepared as described in 

Example 149 E using l-perhydro-2H-pyran-2-yl-3-(2-phenylethynyl)-lH-indazole-5- 
carbonitrile (327 mg, 0.999 mmol). ES-MS (m/z) 244 [M+l] + . 

C. 3-(2-PhenvlethvnvlVlH-indazole-5-carboxamide 

25 The title compound (73.8 mg, 69.0% yield) was prepared as described in 

Example 149 F using 3-(2-15 phenylethynyl)-lH-indazole-5-carbonitrile (99.4 mg, 0.409 
mmol). 'H NMR (DMSO-d^ 6 13.72 (s, 1H), 8.43 (br, 1H), 8.19 (br s, 1H), 7.95 (d, 1H), 
7.75-7.62 (m, 3H), 7.51-7.45 (m, 3H), 7.41 (br, 1H); ES-MS (m/z) 262 [M+l] + . 

30 
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EXAMPLE 160 
SYNTHESIS OF 3-{4-[2-(DIMETHYLAM^ 

CARBOXAMIDE 



10 




A. 3- (4-f 2-n3imethvlamino)ethoxv|phenvl)- lH-indazole-5-carboxamide . 

A mixture of 3-(4-hydroxyphenyl)- 1 -perhydro-2H-pyran-2-yl- 1 H-indazole-5- 

15 carbonitrile (400 mg, 1 .25 mmol), triphenylphosphine (Ph 3 P, 656 mg, 2.50 mmol, 2.00 
equiv.), 4.00 mL EtOAc, N,N-dimethylethanolamine (223 mg, 2.50 mmol, 2.00 equiv.), and 
diethyl azodicarboxylate (DEAD, 436 mg, 2.50 mmol, 2.00 equiv.) Was stirred at room 
temperature for 24 h. The mixture was diluted with EtOAc and washed with 6.0 N aq. HCI. 
The aqueous layer was extracted with 3 x EtOAc and then added to enough 6.0 N aq. NaOH 

20 so that the final pH = 14.0. This mixture was extracted with 3 x EtOAc, and the combined 
organics were dried (Na 2 S0 4 ), filtered, and concentrated. To the crude residue was added 
6.00 mL of concentrated aq. HCI. The mixture was heated at 45 °C for 1 .25 h. This mixture 
was then added to 25 mL of 6.0 N aq. NaOH that was stirred and cooled on a water bath. 
The mixture was extracted with 2 x EtOAc, and the combined organics dried (Na^OJ. 

25 Purification by silica gel chromatography using 0.5% triethylamine (TEA) in CH 2 C1 2 

containing 5-15% MeOH as eluent afforded the title compound (86.6 mg, 21.4% yield): ! H 
NMR (DMSO-d^ 6 13.34 (br s, 1H), 8.59 (s, 1H), 8.17 (br s, 1H), 8.00-7.85 (m, 3H), 7.58 
(d, 2H), 7.35 (br s, 1H), 7.10 (d, 2H), 4.13 (t, 2H), 2.66 (t, 2H), 2.24 (s, 6H); ES- 
MS (m/z) 325 [M+l] + . 
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EXAMPLE 161 

SYNTHESIS OF lK5^2H-l,23,4-TETRAZOL-5-YL)(lH-INDAZOL-3-YL))-2- 

METHOXYBENZENE 




0 

A. 4-Fluoro-3-fomivlbenzenecarbonitrile 

Lithium diisopropyl amide (LDA) (22 mL, 49.56 mmol, 2.0 N commercial 
solution in heptanes) was added to tetrahydrofuran (50 mL), cooled to 78 °C and under 
nitrogen. 4-Fluorobenzonitrile was weighed out (5.0 g, 41.3 mmol), placed under nitrogen 

5 and dissolved in 25 mL of dry tetrahydrofuran. This solution was added dropwise to the 
solution of LDA. The resulting solution was stirred at -78 °C for one hour before quenching 
with 4 mL of dimethylformamide. The temperature was maintained for 10 min before adding 
8 mL of acetic acid and 20 mL of distilled water. The crude product was extracted with ethyl 
acetate. Purification by column chromatography (Si0 2 , 20% ethyl acetate in hexanes) 

10 afforded 4.6 g of pure product as a white solid (74.6% yield). 

A second batch of the title compound (3.5 g, 56.8 % yield) was prepared 20 
using 5 g of benzonitrile (413 mmol): l H NMR (CDC1 3 ) 5 10.3 (s, 1H), 8.21 (dd, 1H), 7.91 
(d of q, 1H), 7.35 (t, 1H); ES-MS M+ was not detected. 

i5 b. 1 H-Indazole-5 -carbonitrile 

4-Fluoro-3-formylbenzenecarbonitrile (4.6 g, 30.85 mmol) was suspended in 
20 mL of hydrazine mono-hydrate and the reaction mixture was stirred at room temperature 
for 48 hours. The title compound was isolated by filtration as a white solid, was washed with 
small portions of distilled water, and was dried in a vacuum (3.6 g, 81% yield). 

30 The same protocol was used to convert 3.5 g of 4-fluoro-3- 

formylbenzenecarbonitrile to the title compound and resulted in the isolation of 1.9 g of - 
white solid (80% yield): *H NMR (CDC1 3 ) 8 10.45 (br s, 1H), 8.20 (d, 1H), 8.19 (d, 1H), 7.6 
(s, 1H); ES-MS 250 [M+l] + . 
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C. 3-Bromo-lH-mdazole-5-carbonitrile 

lH-Indazole-5-carbonitrile (5.3 g, 36.8 mmol) was dissolved in methanol 
(60 mL) and aqueous sodium hydroxide (30 mL). Bromine (7.07 g, 44.4 mmol) in solution 
in 2.0 N aqueous sodium hydroxide (30 mL) was added with a disposable pipet. The reaction 
mixture was then heated to 40 C C for 1.5 hours. The reaction was cooled to room 
temperature and acidified with 6.0 N aqueous hydrochloric acid. The resulting solid was 
collected by filtration and washed 3 times with 20-mL portions of water. The solid was dried 

i 

under vacuum for 1 day. The solid was used without further purification. (7.54 g, 92% 
yield): ! H NMR (CDC1 3 ) 5 13.3 (br s, 1H), 8.0 (s, 1H), 7.5 (s, 2H); ES-MS (m/z) 224 
0 [M+l] + . 

D. 3-Bromo-l-perhvdro-2H-pwan-2-vl-lH-indazole-5-carbonitrile 

3 -Bromo- 1 H-indazole-5-carbonitrile (7.0 g, 31.5 mmol) was dissolved in 
tetrahydrofuran (120 mL). Dihydropyran was added as a solid (7.96 g, 94.6 mmol), 

5 followed by /?-toluene sulfonic acid (1 .80 g, 9.45 mmol). The reaction mixture was stirred at 
reflux temperature for 8 hours. The reaction was cooled to room temperature. The crude 
reaction mixture was partitioned between sodium bicarbonate and ethyl acetate. The organic 
. extracts were dried over Na^C^ and evaporated to dryness. The resulting oil was purified by 
column chromatography (Si0 2 , 20% ethyl acetate in hexanes). Traces of residual impurities 

}Q could be removed by trituration of the product in diethyl ether and hexanes. (6.230 g, 57% 
yield) ] H NMR CDC1 3 ) 5 8.0 (s, 1H), 7.6 (dd, 2H), S.7 (dd, 1H), 4.0 (m, 1H), 3.7 (s, 1H), 
2.4 (m, 1H), 2.1 (m, 2H), 1.7 (m, 3H); ES-MS (m/z) 306 [M+l] + . 

E. 3-f 2-MethoxvphenvlV 1 -perhvdro-2H-pyran"2-vl-lH-indazole>5-carbonitrile 
^ To a solution of 3-bromo-l-perhydro-2H-pyran-2-yMH-indazole-5- 

carbonitrile (0.600 g, 1.96 mmol), in ethylene glycol dimethyl ether (20 mL) was added 2- 
methoxyphenyl boronic acid (0.447 g, 2.94 mmol), [l,r-bis(diphenylphosphino)-ferrocene] 
complex with dichloromethane (1:1) (0.226 g, 0.196 mmol) and potassium phosphate 
(2.07 g, 9.8 mmol). The reaction mixture was heated to reflux temperature for 12 hours. The 

>u solvent was then evaporated to dryness and the residue was dissolved in 20 mL of ethyl 
acetate. The heterogeneous solution was washed 3 times with 1 0 mL of water and once with 
10 mL of brine. The organic layer was dried over Na^C^ and evaporated to dryness. The 
resulting brown solid was adsorbed on silica gel and purified by column chromatography 
(85:15 hexanes/ethyl acetate) to provide the title compound (0.539 g, 82.5 % yield): ES-MS 

;5 (m/z) 334 [M+l]\ 
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F. 3~(2-MethoxyphenvlVlH-indazole-5>carbonitrile 

3-(2-Methoxyphenyl)-l-p^ 
(0.539 g, 2.17 mmol) was dissolved in 10 mL of tetrahydrofuran. Aqueous hydrogen 
chloride (10 mL, 6.0N) was added and the reaction mixture was stirred at room temperature 
• for 12 hours, then reflux temperature for 7 hours. The pH of the reaction was neutralized 
using saturated sodium bicarbonate and the crude was extracted with ethyl acetate (3x15 
mL). Attempt to purify the crude by column chromatography was unsuccessful: ES-MS 
(m/z) 250 [M+l] + . 

0 G. 1 -r5-r2H-L23.4-Tetrazol-5-vl¥lH-indazol>3-vnV2~methoxvbenzene 

To a solution of 3~(2-methoxyphenyl)-lH-indazole-5-carbonitrile in toluene 
(20 mL) was added azidotributyl tin (0.716 g, 0.591 mL, 2.156 mmol). The reaction mixture 
was heated to reflux temperature for 18 hours. The solvent was removed under reduced 
pressure with no heat. The resulting oil was dissolved in tetrahydrofuran (2 mL) and toluene 

5 was added (20 mL). Hydrogen chloride was bubbled through the solution for 1 5 min, which 
resulted in the precipitation of a white solid. The product was collected by filtration after 
cooling to 0°C and was washed with 5 mL portions of toluene. The impure solid was 
dissolved in 5 mL of aqueous sodium hydroxide (2.0 N) and the aqueous phase was washed 
with ethyl acetate. The product was precipitated out of the aqueous phase by bubbling 

'0 hydrogen chloride gas. The solid was collected by filtration and washed with small portions 
of water. The product was isolated as an off-white solid after drying in a vacuum oven 
(0.1 10 g, 0.377 mmol, 20% over 2 steps): *H NMR (DMSO-d 6 ) 5 13.5 (br s, 1H), 8.4 (s, 
1H), 8.0 (d, 1H), 7.7 (d, 1H), 7.5 (d, 1H), 7.4 (t, 1H), 7.2 (d, 1H), 7.1 (t, 1H), 3.8 (s, 3H); 
ES-MS (m/z) 293 [M+l] + . 

:5 

EXAMPLE 162 

SYNTHESIS OF 5-[3-((l E)-2-PHENYLVINYL)-lH-INDAZOLE- 

5YL]-2H-l,2,3,4-TETRAZOLE 




H 

55 
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A. 3-( ( 1 EV2- PhenvlvinvlV 1 -perhvdro-2H-Dvran-2-vl- 1 H-indazole-5-carbonitrile 

The title compound was prepared as described in Example 161, using 3- 
bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.300 g, 0.98 mmol), in 
ethylene glycol dimethyl ether (10 mL), trans-phenylethenyl boronic acid (0.217 g, 
1.47 mmol), [l,r-bis(diphenylphosphino)-ferrocene] complex with dichioromethane (1:1) 
(0.1 13 g, 0.098 mmol), and potassium phosphate (1.04 g, 4.9 mmol) (0.268 g, 83 % yield); 
ES-MS (m/z) 330 [M+l]\ 



B. 3 -(( 1 EV2-Phenvlvinvl V 1 H-indazole-5-carbonitrile 

0 The title compound was prepared by hydrolyzing 3-((lE)-2-phenylvinyl)-l - 

perhydro-2H-pyran-2-yl-lH-inda2ole-5-carbonitrile (0.268 g, 0.815 mmol) in a mixture of 6 
mL of tetrahydrofuran and 6 mL of aqueous hydrogen chloride (6.0 N) at room temperature 
for 1 2 hours, and reflux temperature for 6 hours. The compound was used without further 
purification. ES-MS (m/z) 246 [M+l]\ . 

5 

C. 5-r3-((lEV2-PhenvlvinvlVlH-indazol-5-vll-2H-1.23.4-tetra2ole 

The title compound was prepared from 3-((lE)-2-phenylvinyl)-lH-indazole- 
5-carbonitrile 0.8 1 5 mmol, theoretical yield), azidotributyl tin (0.358 g, 0.295 mL, 1 .078 
mmol) in toluene (10 mL). The product was isolated using the procedure described for 
0 compound 161 (0.057 g, 0.198 mmol, 20% over 2 steps): 'H NMR (DMSO-d 6 ) 13.5 (br s, 
1H), 8.9 (s, 1H), 8.0 (d, 1H), 7.7 (d, 3H), 7.6 (s, 2H), 7.4 (t, 1H), 7.3 (t, 1H); ES-MS (m/z) - 
289 [M+l] + . 



A. 1 -Perhvdro-2H-pyran-2-vl-3-( 3-pvridvlV 1 H-indazole-5-carbonitrile 

The title compound was prepared as described in Example 161, using 3- 
5 bromo-l-perhyd^o-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.500 g, 1.63 mmol), in 



5 



EXAMPLE 163 

SYNTHESIS OF 5-(3-(3-PYRIDYL)-lH-INDAZOL-5-YL)-2H-l, 2,3,4- 

TETRAZOLE 



0 




H 
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ethylene glycol dimethyl ether (10 mL), 3-pyridyl boronic acid (0.301 g, 2.5 mmol), [1,1- 
bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) (0.188 g, 0.163 
mmol), and potassium phosphate (1.72 g, 8.15 mmol) (0.304 g, 61 % yield): ES-MS (m/z) 
305 [M+1]\ 

B. 3-f3-PvridvlVlH-indazole-5-carbonitrile 

The title compound was prepared by hydrolyzing 1 -perhydro-2H-pyran-2-yl- 
3-(3-pyridyl)-lH-indazole-5-carbonitrile (0.147 g, 0.48 mmol) in a mixture of 5 mL of 
tetrahydrofuran and 5 mL of aqueous hydrogen chloride (6.0N) at room temperature for 
0 12 hours, and reflux temperature for 6 hours. The compound was successfully purified by 
column chromatography (Si0 2 , 50% ethyl acetate in hexanes). (0.068 g, 64.5% yield)- ES- 
MS (m/z) 221 [M+l] + . 

C. 5-f3-f3-Pvridvn-lH-indazole-5-vlV2H-1.2.3.4-tetrazole 

15 The title compound was prepared from 3-(3-pyridyl)-lH-indazole-5- 

carbonitrile (0.068 g, 0.03 1 mmol), azidotributyl tin (0.1 16 g, 0.096 mL, 0.32 mmol) in 
toluene (10 mL). The product was isolated using the procedure described for Example 161 
(0.009 g, 0.04 mmol, 12.5% yield): ! H NMR (DMSO-d 6 ) 8 14.0 (br s, 1H), 9.2 (d, 1H), 8.8 
(s, 1H), 8.7 (d, 1H), 8.5 (d, 1H), 7.83-7.78 (m, 2H), 7.76-7.64 (m, 1H); ES-MS (m/z) 264 

'-0 [M+l] + . • 

EXAMPLE 164 

SYNTHESIS OF 2-(5-(2H-l,2,3,4-TETRAZOL-5-YL)-lH-INDAZOL-3-YL) 

TfflOPHENE 

>5 




50 

A. 1 -Perhvdro^H-pyran^-vl-S-^-thienvn-l H-indazole-5-ca rbonitrile 

The title compound was prepared as described in Example 161, using 3- 
bromo-l-perhy(fro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.300 g, 0.98 mmol), in 
ethylene glycol dimethyl ether (10 mL), 2-thiophene boronic acid (0.188 g, 1.46 mmol), 
55 [l,l , -bis(mphenylphosphino)-ferrocene] complex with dichloromethane (1:1) (0.113 g, 0.098 
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mmol), and potassium phosphate (1.03 g, 4.9 mmol) (0.097 g, 32 % yield): ES-MS (m/z) 
310 [M+l] + . 

B. 2-( 5-(2H-l ■2.3.4-Tetrazo-5-vn-lH-indazol-3-vnthiophene 
3 The title compound was prepared from l-perhydro-2H-pyran-2-yl-3-(2- 

thienyl)-lH-indazole-5-carbonitrile (0.095 g, 0.307 mmol), azidotributyl tin (0.112 g, 0.093 

mL, 0.338 mmol) in toluene (10 mL) as described for the preparation of Example 167. 

Deprotection was effected by treating a dioxane solution (5 mL) with 8 mL of 4.0 N solution 

of hydrogen chloride in 1,4-dioxane. The compound was purified by preparative HPLC (10- 
10 100% acetonitrile in H 2 0, 20 min) (0.004 g, 0.015 mmol, 5% yield over 2 steps): 'H NMR 

(DMSO-d 6 ) 5 13.5 (s, 1H), 8.8 (s, 1H), 8.1 (d, 1H), 7.8 (m, 2H), 7.6 (d, 1H), 7.2 (t, 1H); 

ES-MS (m/z) 269 [M+l] + . 

EXAMPLE 165 

15 SYNTHESIS OF 5-{3-[4-(METHYLETHYL)PHENYL]-lH-INDAZOL-5- 

YL} -2H- 1 ,2,3 ,4-TETRAZOLE 



>0 



H a C 

CH. 




25 A. 3-r4-(Methvlethvnphenvll-l-t>erhvdro-2H-Dvran-2-vl-lH-indazole-5-carbonitrile 

The title compound was prepared as described in Example 161, using 3- 
bromo-l-perhydxo-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.400 g, 1.30 mmol), in 
ethylene glycol dimethyl ether (10 mL), 4-isopropyl phenyl boronic acid (0.321 g, 
1.96 mmol), [l,l'-bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) 

>° (0.150 g, 0.130 mmol), and potassium phosphate (1.38 g, 6.5 mmol): (0.364 g, 81 % yield): 
ES-MS (m/z) 346 [M+l] + . 

B. 5-f3-r4-(Methvlethvnphenvll-lH-indazol-5-vl>-2H-1.2.3.4-tetrazole 

The title compound was prepared from 3-[4-(methylethyl)phenyl]-l- 
15 perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.095 g, 0.307 mmol), azidotributyl tin 



- 150- 



' 02101 37A2_I_> 



WO 02/10137 



PCT/U SO 1/23890 



(0.744 g, 0.689 mL, 233 mmol) in toluene (10 mL) as described for the preparation of 
compound 167. Deprotection was effected by treating a dioxane solution (5 mL) with 5 mL 
of 6.0 N aqueous solution of hydrogen chloride. The solid obtained upon completion of the 
reaction was partially dissolved in 2.0 N aqueous sodium hydroxide and was extracted in 
5 ethyl acetate (4 x15 mL). (0.260 g, 0.85 mmol, 80% yield over 2 steps): ] H NMR (DMSO- 
d 6 ) 8 13.5 (br s/lH), 8.7 (s, 1H), 8.1 (d, 1H), 7.9 (d, 2H), 7.8 (d, 1H), 7.4 (d, 2H), 3.0 
(septet, 1H), 1.3 (d, 6H); ES-MS (m/z) 305 [M+l] + . 

EXAMPLE 166 

10 SYNTHESIS OF 2-(5-(2H-l ,2,3,4-TETRAZOL-5-YL)-lH-INDAZOL-3-YL)FURAN 



15 




H 



A. 3-( 2-Furyl Y- 1 -perhvdro-2H-pvran-2-vl- 1 H-indazole-5-carbonitrile 

The title compound was prepared as described in Example 161, using 3- 
20 bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.300 g, 0.98 mmol), in 
ethylene glycol dimethyl ether (10 mL), 2-furan boronic acid (0.164 g, 1.46 mmol), [1,1- 
bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) (0.113 g, 0.098 
mmol), and potassium phosphate (1.03 g, 4.9 mmol) (0.198 g, 69 % yield): ES-MS (m/z) 
294 [M+l] + . 

25 

B. 2-('5-(2H-1.2.3.4-Tetrazol-5-vlVlH-indazole-3-vnfuran 

The title compound was prepared from 3-(2-furyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carbonitrile (0.095 g, 0.307 mmol), azidotributyl tin (0.245 g, 0.202 mL, 
0.74 mmol) in toluene (8 mL) as described for the preparation of compound 167. 
30 Deprotection was effected by treating a dioxane solution (5 mL) with 8 mL of 4.0N solution 
of hydrogen chloride in 1,4-dioxane. The compound was purified by preparative HPLC (10- 
100% acetonitrile in H 2 0, 20 min) (0.008 g, 0.032 mmol, 4.7% yield over 2 steps): 'H NMR 
(DMSO-d 6 ) 8 13.6 (br s, 1H), 8.8 (s, 1H), 8.1 (d, 1H), 7.9 (d, 1H), 7.8 (d, 1H), 7.1 (d, 1H), 
6.7 (dd, 1H); ES-MS (m/z) 253 [M+l] + . 

35 
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EXAMPLE 167 

SYNTHESIS OF 3-(5-(2H-l,2,3,4-TETRAZOL-5-YL)-lH-INDAZOL-3- 

YL)PHENYLAMINE 




A. 3 -(3 -Am i nophcn yl V 1 -perhvdro-2H-pyran-2-vl- 1 H-indazole-5-carbonitrile 

The title compound was prepared as described in Example 161, using 3- 
bromo-l-perhydro-2H-pyi^-2-yl-lH-indazole-5^arbonitrile (0.300 g, 0.98 mmol), in 
ethylene glycol dimethyl ether (10 mL), 3-aminophenyl boronic acid (0.227 g, 1.46 mmol), 
5 [l,l f -bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) (0.1 13 g, 
0.098 mmol), and potassium phosphate (1.03 g, 4.9 mmol): (0.273 g, 87 % yield): ES-MS 
(m/z)319[M+l]\ 

B. 3-(5-(2H- 1 % 2.3 .4-Tetrazol-5-ylV lH-indazole-3-yl)phenvlamine 

; 0 The title compound was prepared from 3-(3-aminophenyl)-l-perhydro-2H- 

pyran-2-yl-lH-indazole-5-carbonitrile (0.273 g, 0.86 mmol), azidotributyl tin (0.314 g, 0.260 
mL, 0.95 mmol) in toluene (10 mL). The reaction mixture was heated to reflux temperature 
for 12 hours resulting in partial conversion to the desired product along with partially and 
fully deprotected final products. An additional amount of azidotributyl tin was added (0.260 . 

-5 mL) and the reaction was heated to reflux temperature for 18 hours. Toluene was removed 
under reduced pressure and the crude was dissolved in 5 mL of 1,4-dioxane, 5 mL of 6.0 N 
aqueous hydrogen chloride, and 2 mL of methanol. The reaction was then heated to 60 °C 
for 2 days. The reaction was concentrated under reduced pressure and the pH was made 
basic by adding 2.0 N aqueous NaOH. The aqueous phase was washed with ethyl acetate (3 

*0 x 10 mL). The aqueous phase was then acidified using 6.0 N aqueous hydrogen chloride. 
The compound was filtered and purified by preparative HPLC (10-100% acetonitrile in H 2 0, 
20 min) (0.050 g, 0.18 mmol, 21% yield over 2 steps): 'H NMR (DMSO-ds) 8 13.8 (br s, 
1H), 8.9 (s, 1H), 8.1 (d, 1H), 8.0 (d, 2H), 7.8 (d, 1H), 7.6 (t, 1H), 7.3 (d, 1H); ES-MS (m/z) 
278 [M+l] + . 



- 152- 



0210137A2_I_> 



WO 02/10137 PCT/U SO 1/23890 



EXAMPLE 168 

SYNTHESIS OF 5-(5-(lH-l,2,3,4-TETRAAZOL-5-YL)-lH-INDAZOL-3-YL)-2H- 

BENZO[D] 1 ,3-DIOXOLENE 




10 

A. 3-f2H-Benzord1L3-dioxolai-5-vlVl-perhvdro-2H-pvran-2-vl-lH-indazole-5- 
carbonitrile 

The title compound (1.45 g, 63% yield) was prepared as described in Example 149 D 
using 3,4-(methylenedioxy)phenylboronic acid (1.64 g, 9.91 mmol). ES-MS (m/z) 348 
15 [M+l] + . 



B. 3-(2H-benzord1 1 .3-dioxolen-5-vl)-lH-indazole-5-carbonitrile 

The title compound (790 mg, 78% yield) was prepared as described in Example 149 
E using 3-(2H-benzo[d] 1 3-dioxolen-5-yl)-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
20 carbonitrile (1 .33 g, 3 .83 mmol). ES-MS (m/z) 264 [M+l ] + . 

C. 5-(5-r 1 H- 1 .2.3.4-Tetraazol-5-vn- 1 H-indazol-3-vlV2H-benzo fdl 1 .3-dioxolene 

The title compound (360 mg, 41% yield) was prepared as described in Example 170 
A using 3-(2H-benzo[d]l,3-dioxolen-5-yl)-lH-indazole-5-carbonitrile (750 mg, 2.85 mmol). 
25 «H NMR (DMSO-d 6 ) 5 13.50 (s, 1H), 8.72 (s, 1H), 8.09 (d, 1H), 7.78 (d, 1H), 7.58-7.52 
(m, 2H), 7.13 (d, 1H), 6.13 (s, 2H); ES-MS (m/z) 307 
[M+l] + . 



30 



35 
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EXAMPLE 169 

SYNTHESIS OF 3-(5-(2H-l ,2,3,4-TETRAZOL-5-YL)-lH-BSIDAZOL-3- 

YL)THIOPHENE 




!0 

A. 1 -Perhvdro-2H-pvran-2-vl-3-( r 3 -thienv IV 1 H-indazole-5 -carbonitrile 

The title compound (0.233 g, 38 % yield) was prepared as described in 
Example 161, using 3-bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5*carbonitidle (0.400 
g, 1.30 mmol), in ethylene glycol dimethyl ether (10 mL), 3-thiophene boronic acid (0.251 g, 
15 1 .96 mmol), [1,1 , -bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) 
(0.150 g, 0.130 mmol), and potassium phosphate (1.38 g, 6.5 mmol): ES-MS (m/z) 310 
[M+lf. 

B. 3-( r 5^2H-1.2.3.4-Tetrazol-5-vlVlH-inda2ol-.3>vnthionhene 

20 The title compound was prepared from 1 -perhydro-2H-pyran-2-yl-3-(3- 

thienyl)-lH-indazole-5-carbonitrile (0.233 g, 0.75 mmol), azidotributyl tin (0.375 g, 0.3 10 
mL, 1.13 mmol) in toluene (10 mL) as described for the preparation of Example 167. 
Deprotection was effected by treating a dioxane solution (5 mL) with 5 mL of 6.0N 
aqueous solution of hydrogen chloride. The solid obtained upon completion of the reaction 

25 was partially dissolved in 3 mL of tetrahydrofuran and was precipitated out by adding 20 mL 
of hexanes (0.108 g, 0.85 mmol, 79% yield over 2 steps): *H NMR (DMSO-d 6 ) 5 13.5 (br s, 
1H), 8.8 (s, 1H), 8.2 (t, 1H), 8.1 (dd, 1H), 7.8-7.7 (m, 3H); ES-MS (m/z) 269 [M+l]\ 



30 



35 
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EXAMPLE 170 

SYNTHESIS OF 5-(3-(2-NAPHTHYL)-lH-INDAZOL-5-YL)-lH-l,2,3,4- 

TETRAZOLE 




10 

A. 5-(3-f2-nanhthvn-lH-indazol-5-vn-lH-1.2.3.4-tetra2ole 

A mixture of 3-(2-naphthyl)-lH-indazole-5-carbonitrile (105 mg, 0.390 
mmol), azidotributyltin (Bu 3 SnN 3 , 710 mg, 2.14 mmol, 5.49 equiv.), and 4.1 mL4oluene was 
refluxed for 49.5 h and concentrated to an oil. The oil was stirred in 31 mL dioxane and 31 

1 5 mL 6.0 N aq HC1 at room temperature for 4 h. The mixture was partitioned between 6.0 N 
aq. NaOH and hexanes, and the layers separated. The aqueous layer was extracted with 
hexanes, and 2 x EtOAc, and then filtered. The aqueous layer was acidified to pH ca. 4.0 
with 6.0 N aq. HC1. The resulting precipitate was either collected by filtration and dried in a 
vacuum oven, or extracted with EtOAc, dried (NajSO^, filtered and concentrated to afford 

20 the title compound (78.4 mg, 64.3% yield): »H NMR (DMSO-d 6 ) 6 13.70 (s, 1H), 8.92 (s, 
1H), 8.60 (s, 1H), 8.17 (d, 1H), 8.15-8.00 (m, 3H), 7.94 (d, 1H), 7.85 (d, 1H), 7.63- 
7.58 (m, 2H); ES-MS (m/z) 313 [M+l] + . 

EXAMPLE 171 

25 SYNTHESIS OF l-(5-(lH-l^,3,4-TETRAAZOL-5-YL)(lH-INDAZOL-3-YL))-4- 

METHOXYBENZENE 



30 




/ 



H 3 C 
35 
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A. 1 -(5-(lH-l .23.4^Tetraazol>5~vlVlH-indazol-3-vnV4-methoxvbeiizene 

The title compound (92.6 mg 72.3% yield) was prepared as described in 
Example 170 A using 3-(4-methoxyphenyl)-lH-indazole-5-carbonitrile (109 mg, 0.437 
mmol). ! H NMR (DMSO-d 6 ) 6 13.42 (s, 1H), 8.73 (s, 1H), 8.10 (d, 1H), 7.98 (d, 2H), 7.73 
(d, 1H), 7.1 8 (d, 2H), 3.85 (s, 3H); ES-MS (m/z) 293 [M+lf. 

EXAMPLE 172 
SYNTHESIS OF l-(5-(lH-l,2,3,4-TETRAAZOL-5-^ 

METHYLPROPOXY)BENZENE 



H 




CH 3 



J A. 3-r4~(2-Methylpropoxv^phenvl1-l-peA^ 
carbonitrilc 

A mixture of 3 -(4-hydroxyphenyl)- 1 -perhydro-2H-pyran-2-yl- 1 H-indazole-5- 
carbonitrile (219 mg, 0.686 mmol), potassium carbonate (K 2 C0 3 , 568 mg, 4.12 mmol, 6.00 
equiv.), 2.00 mL of dimethylformamide (DMF), and l-bromo-2-methylpropane (Aldrich, 

5 300 mg, 2.18 mmol, 3.20 equiv.) were stirred at room temperature for 2 h, and then heated 
at 40°C for 22 h. Additional potassium carbonate (568 mg, 4.12 mmol, 6.00 equiv.), and 1- 
bromo-2-methylpropane (Aldrich, 300 mg, 2.18 mmol, 3.20 equiv.) were added, and 
heating continued for another 28 h. The mixture was diluted with EtOAc, washed with 2 x 
sat. aq. NaHC0 3 , 2 x sat. aq. NaCl, and dried (N^SO*). Purification by silica gel 

3 chromatography using 20% EtOAc in hexanes afforded the title compound (190 mg, 73.6% 
yield): ES-MS (m/z) 376 [M+l] + . 

B. 3-r4-( r 2-Methvlpropoxv>phenvlVlH-indazole-5-carbonitrile 

The title compound was prepared as described in Example 149 E using 3-[4- 
5 (2-methylpropoxy)phenyl]-l-perhydr^ (186 mg, 

■ 

-156- 



__0210137A2_I_> 



WO 02/10137 PCT/US01/23890 



0.495 mmol) to provide the title compound (83.7 mg, 58.1% yield): ES-MS (m/z) 292 
[M+l] + . 

C. l-(5-(lH-1.2.3.4-Tetraazol-5-vlVlH-indazoIe-3-vnV4-r2-methvlpropoxv)benzene 

The title compound was prepared as described in Example 170. A using 3-[4- 
5 (2-methylpropoxy)phenyl]-lH-indazole-5-carbonitrile (83.7 mg, 0.287 mmol) to provide 
the title compound (58.2 mg, 60.6% yield): 'H NMR (DMSO-d 6 ) 6 13.47 (s, 1H), 8.78 (s, 
1H), 8.14 (d, 1H), 7.99 (d, 2H), 7.78 (d, 1H), 7.16 (d, 2H), 3.82 (d, 2H), 2.06 (m, 1H), 1.02 
(d, 6H); ES-MS (m/z) 33S [M+l] + . 

0 

EXAMPLE 173 

SYNTHESIS OF 5-[3-(4-CHLOROPHENYL)-lH-INDAZOL-5-YL]-2H-l,2,3,4- 

TETRAZOLE 




A. S-^-ChlorophenvlVl-perhvdro^H-pvran^-vl-lH-indazole-S-carbonitrile 

The title compound was prepared as described in Example 161, using 3- 
-5 bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.400 g, 1.30 mmol), in 
ethylene glycol dimethyl ether (10 mL), 4-chlorophenyl boronic acid (0.306 g, 1.96 mmol), 
[l,r-bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) (0.150 g, 0.130 
mmol), and potassium phosphate (1.38g, 6.5 mmol): (0.351 g, 80 % yield): ES-MS (m/z) 
338 [M+l] + . 

0 

B. 5-r3-('4-ChlorophenvlVlH-indazol-5-vn-2H-1.2.3.4-tetrazole 

The title compound was prepared from 3-(4-chlorophenyl)-l-perhydro-2H- 
pyran-2-yl-lH-indazole-5-carbonitrile (0.35 1 g, 1.04 mmol), azidotributyl tin (0.351 g, 
0.627 mL, 2.29 mmol) in toluene (10 mL) as described for the preparation of compound 
5 167. Deprotection was effected by treating a dioxane solution (5 mL) with 5 mL of 6.0N 
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aqueous solution of hydrogen chloride. Half of the solid obtained upon completion of the 
reaction was purified by preparatory HPLC (0.054 g, 0.18 mmol, 35% yield over 2 steps) ! H 
NMR (DMSO-d 6 ) 13.7 (s, 1H), 8.8 (s, 1H), 8.1 (t, 3H), 7.8 (d, 1H), 7.6 (t, 2H); ES-MS 
(mix) 297 [M+l] + . 

EXAMPLE 174 
SYNTHESIS OF l-(5-(2H-l,2,3,4-TETRAZOL-5-^ 

METHOXYBENZENE 




5 

A. 3-f3-Methox\T»henvlVl-perhvdro-2^^^ 

The title compound was prepared as described in Example 161 , using 3- 
bromo- 1 -perhydro-2H-pyran-2-yl- 1 H-indazole-5-carbonitrile (0.350 g, 1.14 mmol), in 
ethylene glycol dimethyl ether (10 mL), 3-methoxy phenyl boronic acid (0.260 g, 1 .71 
0 mmol), [1,1 -bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1 : 1 ) (0. 1 3 1 
g, 0.1 14 mmol), and potassium phosphate (1.20 g, 5.7 mmol): (0.333 g, 87 % yield): ES-MS 
(m/z) 334 [M+l] + . 

B. hj 5-(2H-l J23.4-Tetrazol-5-vl¥ lH-indazol-3-vnV3-methoxvbenzene 

5 The title compound was prepared from 3-(3-methoxyphenyl)-l-perhydro-2H- 

pyran-2-yl- 1 H-indazole-5 -carbonitrile (0.333 g, 1.00 mmol), azidotributyl tin (0.664 g, 0.548 
mL, 2.0 mmol) in toluene (10 mL) as described for the preparation of Example 167. 
Deprotection was effected by treating a dioxane solution (5 mL) with 5 mL of 6.0 N 
aqueous solution of hydrogen chloride. The solvent was removed under reduced pressure 

0 and the crude was extracted into 1 0 mL of 2.0 N aqueous sodium hydroxide solution. 
Impurities were washed with ethyl acetate (3x10 mL). The product was collected by 
filtration after addition of 6.0 N HC1 and was washed with small portions of water (0.092 g, 
0.18 mmol, 31.5% yield over 2 steps): *H NMR (DMSO-d 6 ) 5 13.6 (br s, 1H), 8.8 (s, 1H), 
8.1 (d, 1H), 7.8 (d, 1H), 7:6 (d, 1H), 7.48-7.55 (m, 3H), 7.0 (dd, 1H), 3.9 (s, 3H); ES-MS 

5 (m/z) 293 [M+l] + . 
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EXAMPLE 175 

SYNTHESIS OF 5-(3-(4-PYRIDYL)-lH-lND^^ 




10 A. l-Perhvdro-2H-pvran-2-v^ 

The title compound was prepared as described in Example 161, using 3- 
bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.350 g, 1.14 mmol), in 
ethylene glycol dimethyl ether (10 mL), 4-pyridyl boronic acid (0.210 g, 1.71 mmol), [1,1'- 
bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) (0.131 g, 0.114 

15 mmol), and potassium phosphate (1.20 g, 5.7 mmol) (0.164 g, 47 % yield): ES-MS (m/z) 
306[M+lf. 

B. 5-(3-(4-PvridvlVlH-indazol-5-vlV2H-h23,44etrazole 

The title compound was prepared from 1 -perhydro-2H-pyran-2-yl-3-(4- 

20 pyridyl)-lH-indazole-5-carbonitrile (0.164 g, 053 mmol), azidotributyl tin (0.357 g, 

0.295 mL, 1 .07 mmol) in toluene (5mL) as described for the preparation of Example 167. 
Deprotection was effected by treating a methanol solution (5 mL) with 5 mL of 6.0 N 
aqueous solution of hydrogen chloride. The solvent was removed under reduced pressure 
and the crude was extracted into 10 mL of 2.0 N aqueous sodium hydroxide solution. 

25 Impurities were washed with ethyl acetate (3x 10 mL). The product was collected by 

filtration after addition of 6.0 N HC1 and was washed with small portions of water. Further 
purification was achieved by trituration in 2 mL of methanol and 2 mL of ethyl acetate 
(0.1 14 g, 0.43 mmol, 81 .7% yield over 2 steps): *H NMR (DMSO-d 6 ) 8 14.2 (d, 1H), 9.1 (s, 
1H), 8.8 (d, 2H), S.3 (d, 2H), 8.2 (d, 1H), 7.9 (d, 1H); ES-MS (m/z) 264 [M+l] + . 
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EXAMPLE 176 
2-(5-(2H-l,2,3,4-TETRAAZOL-5-^ 



H 




0 

A. 3-benzorb1fean-2-vl-l-perhv^ 

To a flask containing 3-bromo- 1 -perhydro-2H-pyran-2-yl- lH-indazole-5- 
carbonitrile (400 mg, 1.30 mmol) in dimethyl glycol ether (15 mL) was added potassium 
phosphate (2.75 g), [l,r-bis(diphenylphosphino)-ferrocene]dichloropalladiiun (II), complex 
5 with dichloromethane (1:1) (106 mg, 0.130 mmol), and benzo[b]furan-2-boronic acid (315 
mg, 1 .95 mmol). The reaction mixture was brought to 90°C under nitrogen conditions for 
18 hours. The mixture was condensed and extracted with water (25 mL) and ethyl acetate. 
The extracts were dried over sodium sulfate, filtered and concentrated. The residue was then 
purified by chromatography (Si0 2 , 20% ethyl acetate/hexanes) to afford the title compound 
JO (278 mg, 62%). ES-MS (m/z) 344[M+ir. 

B. 3~benzo[b]furan-2"Vl«lH"indazole-5-carbonitrile 

To a flask containing 3-benzo[b]furan-2-yl-l-perhydro-2H-pyran-2-yl-lH- 
indazole-5-carbonitrile (278 mg, 0.8 10 mmol) was added 6N HC1 (12mL) and methanol (12 
-5 mL). The solution was brought to 60 °C for 4 hours. The resulting precipitate was filtered 
and washed with water to provide the title compound (189 mg, 90%). ES-MS (m/z) 
260[M+1 ] + . 

C. 2-(5-f2H-L23A-tetrazol-5-vlVlH^^ 

30 To a solution of 3-benzo|^]furan-2-yl-lH-indazole-5--carbonitrile (1 85 mg, 

0.713 mmol) in toluene (10 mL) was added tributyl tin azide (0.780 mL). The solution was 
brought to 1 10°C for 18 hours. The solution was cooled and toluene condensed to give an 
oil. Dioxane (3mL) and 6 N HC1 (3 mL) was added and the solution stirred for 3 hours at 
ambient temperature. The resulting precipitate was basified using 6 N HC1. The basic 

35 aqueous layer was washed with hexanes and ethyl acetate. The aqueous hydroxide solution 
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5 



was filtered through celite and acidified with 6 N HC1 to pH 4. The resulting precipitate was 
filtered and dried to afford the title compound (25 mg, 12% yield). 'H NMR (DMSO-d 6 ) 5 
13.88 (s, 1H), 8.90 (s, 1H), 8.10 (d, 1H), 7.83 (d, 1H), 7.73 (d, 2H), 7.54 (s, 1H), 7.34 (m, 
2H); ES-MS (m/z) 303 [M+l] + . 

EXAMPLE 177 

SYNTHESIS OF 2-(5-(2H-l,2,3 ) 4-TETRAZOL-5-YL)-lH-INDAZOL-3-YL)PHENOL 



10 




15 

The compound of Example 161 (0.050 g, 0.17 mmol) was suspended in 1 mL 
of boron tribromide (1.0 M commercial solution in dichloromethane). The reaction mixture 
was stirred at room temperature in a closed system for 4 days to achieve completion. The 
product was then collected by filtration and washed with small portions of dichloromethane. 
20 Trituration in a few mL of tetrahydrofuran and filtration did not afford satisfactory purity. 
Final purification by preparative HPLC (30-80% acetonitrile in water, 20 mm) afforded 3 mg 
of pure product. (6% yield): 'H NMR (DMSO-d^ 8 13.6 (s, 1H), 10.3 (s, 1H), 8.7 (s, 1H), 
8.1 (d, 1H), 7.8 (t, 2H), 7.3 (t, 1H), 7.08-7.00 (m, 2H); ES-MS (m/z) 279 [M+l] + . 

25 EXAMPLE 178 

SYNTHESIS OF 3-(5-(2H-l,2,3,4-TETRAZOL-5-YL)-lH-INDAZOL-3-YL)PHENOL 



30 




OH 



The compound of Example 178 was prepared by deprotection of Example 
35 174 (0.100 g, 0.34 mmol), with 1.5 mL of boron tribromide (1.0 M commercial solution in 
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dichloromethane). The reaction mixture was stirred at room temperature in a closed system 
for 5 days. The product was then collected by filtration and washed with small portions of 
dichloromethane. Purification was achieved by preparative HPLC (30-80% acetonitrile in 
water, 20 min) to afford 71 mg of pure product (75% yield): 'H NMR (DMSO-d 6 ) 5 13.6 (br 
5 s, 1H), 9.7 (br s, 1H), 8.8 (s, 1H), 8.1 (d, 1H), 7.8 (d, 1H), 7.4 (m, 2H), 7.3 (t, 1H), 6.8 (dt, 
1H); ES-MS (m/z) 279 [M+l] + . 

EXAMPLE 179 

SYNTHESIS OF 5-[3-(2-PHENYIJETHYTSriX)-lH-INDAZOL-5-YL]-lH-l,2,3,4- 
10 TETRAZOLE 



H 



15 




20 A. 5-r3-(2-phenvlethvnvD-lH-uidazol-5-vn-lH-1.2.34.4-tetrazole 

The title compound (92 mg, 100% yield) was prepared as described in 
Example 170 A using 3-(2-phenylethynyl)-lH-indazole-5-carbonitrile (77.7 mg, 0.319 
mmol). 'H NMR (DMSO-d 6 ) 8 13.86 (s, 1H), 8.54 (s, 1H), 8.13 (d, 1H), 7.84 (d, 1H), 
7.75-7.69 (m, 2H), 7.52-7.45 (m, 3H); ES-MS (m/z) 287 [M+l] + . 



30 
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EXAMPLE 180 
SYNTHESIS OF 543<2-PHENYLETHYL)-lH-IND^ 

TETRAZOLE 



0 




A. 3-((lEy2-PhenvlvinvlVl^ 

The title compound was prepared as described in example 161, using 3- 
5 bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.300 g, 0.98 mmol), in 
ethylene glycol dimethyl ether (10 mL), trans-phenylethenyl boronic acid (0.217 g, 1.47 
mmol), [l,l , -bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) (0.113 
g, 0.098 mmol), and potassium phosphate (1 .04 g, 4.9 mmol) (0.275g, 85 % yield): ES-MS 
(m/z) 330 [M+l] + . 

!0 

B. 1 -Perhvdro-2H-pvran-2-vl-3-( 2-phenvlethvlV 1 H-indazole-5-carbonitrile 

3 -(( 1 E)-2-Phenyl vinyl)- 1 -perhydro-2H-pyran-2-yl- 1 H-indazole-5 - 
carbonitrile (0.275 g, 0.83 mmol) was dissolved in ethyl acetate (20 mL). The flask was 
purged with nitrogen, then hydrogen. To this solution was added palladium on carbon (10 
-5 weight %, 14 mg). The mixture was stirred under an atmosphere of hydrogen for 5 hours. 
The catalyst was filtered and washed with small portions of ethyl acetate (5 mL). The filtrate 
was concentrated under reduced pressure resulting in the title compound (oil solidified under 
vacuum) (0.1 17 g, 84% yield): ES-MS (m/z) 332 [M+l] + . 

30 c. 5-r3-f2-PhenvlethvlVlH-indazol-5-vlV2H-1.2.3.4-tetrazole 

The title compound was prepared as described in Example 167, using 1- 
perhydro-2H-pyran-2-yl-3-(2-phenylethyl)-lH-indazole-5-carbonitrile (0.117 g, 0.35 mmol), 
azidotributyl tin (0.353 g, 0.292 mL, 1.06 mmol) in toluene (5 mL). After hydrolysis of the 
protecting group under acidic conditions, the compound was purified by acid/base 

*5 extraction. The residue was partitioned between 6. ON NaOH and ethyl acetate. The aqueous 
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phase was then acidified with 6.0 N aqueous hydrogen chloride, to pH 3-4, resulting in the 
formation of a white precipitate that was collected by filtration, washed with small portions 
of cold water and dried under vacuum (0.038 g, 37% yield over 2 steps): 'H NMR (DMSO- 
d 6 ) 8 13.05 (br s, 1H), 8.5 (s, 1H), 8.0 (d, 1H), 7.65 (d, 1H), 7.3 (m, 4H), 7.15 (m, 1H), 3.3 
(m, 2H), 3.1 (m, 2H); ES-MS (m/z) 291 [M+l] + . 

EXAMPLE 181 

SYNTHESIS OF 5-{3-[3-(METHYLETHYL)PHENYL]-lH-INDAZOL-5-YL}-lH- 

1,2,4-TRIAZOLE 




A. . . 5-(3-f3-nvlcthvlethvnphenvn-lH-indazol-5-vll-lH-1.2.4-triazole 

The title compound was prepared as described in Example 184 B (60 mg, 
} 55% yield). 'H NMR (DMSO-d 6 ) 6 14.3 (m, 1H), 13.4 (m, 1H), 8.68 (s, 1H), 8.6 (m, 1H), 
8.1 (m, 1H), 7.86 (s, 1H), 7.6-7.9 (m, 2H), 7.48 (t, 1H), 7.35 (d, 1H), 3.00 (septet, 1H), 
1 .29 (d, 6H); ES-MS (m/z) 304 [M+l ] + . 

EXAMPLE 182 

5 SYNTHESIS OF 4-(5-(lH-l,2,4-TRIAZOL-5-YL)-lH-INDAZOL-3-YL)PHENOL 
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A - 4-(5-aH-1. 2.4-triazol-5-vlVlH-iTidflzol-3-vnp henn1 

A mixture of 3-(4-hydroxyphenyl)-lH-indazole-5-carboxamide (100 mg, 
0.425 mmol) and N,N-dimetoylformamide dimethyl acetal (10.0 mL, 75.3 mmol, 177 equiv.) 
was heated at 90 °C for 3 h. The reaction mixture was separated from some dark residue via 

5 pipet and concentrated. To the concentrate was added 20 mL of glacial acetic acid (AcOH), 
and anhydrous hydrazine (357 mg, 1 1.1 mmol, 26.1 equiv.). The mixture was heated at 
90°C for 2 h. Water (50 mL) was added to the mixture, and the acetic acid was removed on 
a rotary evaporator. The remaining mixture was extracted with EtOAc. The combined 
organics were dried (Na^CX,) and purified by prep HPLC to afford the title compound (1 1 .4 

10 mg, 9.7% yield): «H NMR (DMSO-d,) 6 13.25 (br s, 1H), 9.70 (br, 2H), 8.64 (s, 1H), 8.42 
(br s, 1H) 8.05 (d, 1H), 7.83 (d, 2H), 7.65 (d, 1H), 6.95 (d, 2H); ES-MS (m/z) 278 [M+lf. 

EXAMPLE 183 

SYNTHESIS OF [4-(5-(lH-U,4-TRIAZOL-5-YL)(lH-INDAZOL-3- 
15 YL))PHENYL]DIMETHYLAMINE 



20 




H 3 c' CH 3 



25 



A - r4-(5-(lH-1.2.4-Triazo1-5 -vnriH-inda7,ole-3-vnV h envl1dimethvlarninft 



A mixture of 3-[4-(dimemylamino)phenyl]-lH-indazole-5-carboxamide 
(60 mg, 0.214 mmol) and N,N-dimethylformamide dimethyl acetal (10.0 mL, 75.3 mmol, 
352 equiv.) was heated at 93 °C for 4.5 h and then concentrated. To the concentrate was 
added 4.0 mL of glacial acetic acid (AcOH), and anhydrous hydrazine (180 mg, 5.62 mmol, 
26.3 equiv.). The mixture was heated at 93 °C for 3 h and concentrated. The residue was 
30 partitioned between EtOAc and 6.0 N aq. NaOH and the layers separated. The aqueous layer 
was extracted with 2 x EtOAc and then the pH adjusted between 10-1 1 with 6.0 N aq. HCL 
The resulting precipitate was collected by filtration, washed with H z O, and dried in a vacuum 
oven to afford the title compound (191 mg, 29.3% yield): 'H NMR (DMSO-d 6 D 2 0 
containing one drop of aqueous HC1) 6 9.30 (s, 1H), 8.89 (s, 1H), 8.27 (d, 2H), 8.12 
35 (d, 1H), 7.96-7.88 (m, 3H), 3.29 (s, 6H); ES-MS (m/z) 305 [M+l] + . 
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EXAMPLE 184 

SYNTHESIS OF 3-[3-((lE)-2-PHENYLVIhrYL)-lH-INDAZOL-5-YL3-lH-l,2,4- 

TRIAZOLE 




10 

A.. 3-((lE)-2-PhenvlvinvlVl-perhvdro-2H-pvran-2-vl-lH-indazole-5-carbonitrile 

The synthesis of the title compound was performed as described in 
Example 180. ^ 

15 B. 3-r3-f(lEV2-PhenvlvinvlVlH-indazol-5-vn-lH-1.2.4-triazole 

Compound 3 -(( 1 E)-2-phenylvinyl)- 1 -perhydro-2H-pyran-2-yl- lH-indazole-5- 
carbonitrile (0.126 g, 0.38 mmol) was suspended in 2.50 mL of ethanol and 0.10 mL of 
water. To this suspension, hydrogen peroxide (30% commercial solution, 3.40 mL), and 
aqueous sodium hydroxide (6.0 N, 0.320 mL) were added. The reaction mixture was heated ' 

-0 to 45 °C for 14 hours. Acidification of the reaction mixture with aqueous hydrogen chloride 
(6.0 N) to pH 5 resulted in the formation of a white precipitate that was filtered and washed 
with small portions of water. The product was dried under vacuum. The solid was dissolved 
in N,N-dimethyl formamide dimethyl acetal (20 mL) and heated to reflux temperature for 2 
hours. The white solid formed upon addition of 5 mL of water, was collected, washed with . 

25 water and dried overnight in a vacuum oven. The solid was dissolved in 20 mL of acetic acid 
and 1.5 mL of anhydrous hydrazine was added. The solution was heated to 80 °C for 12 
hours resulting in the formation of the triazole substituent as well as deprotection of the 
indazole nitrogen. Solvents were removed under reduced pressure and the title compound 
was isolated after purification by preparative HPLC (0.040 g, 36% yield over 4 steps): 'H 

30 NMR (DMSO-d 6 ) 5 8.8 (s, 1H), 8.5 (s, 1H), 8.0 (dd, 1H), 7.7 (d, 2H), 7.6 (d, 1H), 7.55 (d, 
1H), 7.5 (d, 1H), 7.4 (t, 1H), 7.3 (t, 1H); ES-MS (m/z) 288 [M+l] + . 



35 
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EXAMPLE 185 

SYNTHESIS OF {2-[4-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3- 

YL))PHENOXY]ETHYL}DIMETHYLAMINE 

H 



0 




CH 3 



A. f2-\4-<5-( 1 H- 1 .2.4-Triazol-5-vn(lH-indazol-3-vmphenoxvlethvndimethvlamine 
'-5 a mixture of 3-{4-[2-(dmietiiylainino)ethoxy]phenyl}-lH-indazole-5- 

carboxamide (79 mg, 0.243mmol) and N,N-dimethylformamide dimethyl acetal (10.0 mL, 
75.3 mmol, 310 equiv.) was heated at 93 °C for 3 h and then concentrated. To the 
concentrate was added 4.0 mL of glacial acetic acid (AcOH), and anhydrous hydrazine 
(204 mg, 6.36 mmol, 26.2 equiv.). The mixture was heated at 93 °C for 3 h and 
10 concentrated. The residue was partitioned between EtOAc and 6.0 N aq. NaOH and the 
layers separated. The aqueous layer was extracted with 2 x EtOAc and then the pH adjusted 
between 10-11 with 6.0 N aq. HC1 to give maximum cloudiness. The mixture was extracted 
with 3 x EtOAc. The combined organics were dried (Na^O^, filtered, and concentrated to 
afford the title compound (73.3 mg, 86.5% yield): 'H NMR (DMSO-dg) 8 14.20 (br s, 1H), 
25 13.30 (br s, 1H), 8.65 (s, 1H), 8.37 (br s, 1H), 8.07 (d, 1H), 7.96 (d, 2H), 7.65 (d, 1H), 7.15 
(d, 2H), 4.14 (t, 2H), 2.67 (t, 2H), 2.24 (s, 6H); ES-MS (m/z) 349 [M+l] + . 



30 



35 
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EXAMPLE 186 

SYNTHESIS OF 3-(5-(lH-l,2,4-TRIAZOL-5-YL)-lH-INDAZOL-3-YL)FURAN 



H 




0 A. 3-(5-(lH-l .2.4-Triazol-S-vlV 1 H-indazol-3-vnfuran 

The title compound was prepared as described in Example 184 B to provide 
the title compound (60 mg, 55% yield). 'H NMR (DMSO-dg) 6 14.2 (m, 1H), 13.3 (br s, 
1H), 8.59 (br s, 1H), 8.45 (br s, 1H), 8.10 (br s, 1H), 8.07 (br s, 1H), 7.88 (s, 1H) V 7.67 (m, 
1H), 7.06 (br s, 1H); ES-MS (m/z) 252 [M+l] + . 

5 

EXAMPLE 187 

SYNTHESIS OF l-(5-(lH-l^,4-TRIAZOL-5-YL)(lH-INDAZOL-3-YL))-4- 

METHOXYBENZENE 




A. 1 -f 5-f 1 H- 1 .2.4-triazol-5 -vl¥ lH-mdazol-3-vlVM-memoxvbenzene 

The title compound was prepared as described in Example 1 85 A using 3-(4- 
methoxyphenyl)-lH-indazole-5-carboxamide (200 mg, 0.748 mmol) to provide the title 
30 compound (166 mg, 76.1% yield): 'H NMR (DMSO-d 6 ) 6 13.6 (br s, 1H), 8.73 (s, 1H), 
8.22 (s, 1H), 8.05 (d, 1H), 7.95 (d, 2H), 7.63 (d, 1H), 7.13 (d, 2H), 3.84 (s, 3H); ES-MS 
(m/z) 292 [M+l] + . 



35 
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EXAMPLE 188 
SYNTHESIS OF 5-(3-NAPHTHY^ 




0 A. 3-Naphthvl- 1 -perhydro-2H-pvran-»2-vl-lH-indazole-5-carbonitrile 

The title compound (298 mg, 64.4% yield) was prepared as described in 
Example 149 D using 1-naphthylboronic acid (336 mg, 1.95 mmol). ES-MS (m/z) 354 
[M+l] + . 

5 B. 3-Naphthvl- 1 H-indazole-5-carbonitrile 

The title compound (108 mg, 47.6% yield) was prepared as described in 
Example 149 E using 3-naphthyl-l-perhydro-2H-pyi^^ (298 
mg, 0.843 mmol). ES-MS (m/z) 270 [M+lf. 

-0 C. 3-Naphthvl- 1 H-indazole-5-carboxamide 

The title compound (71.4 mg, 62.1% yield) was prepared as described in 
Example 149 F using 3-naphthyl-lH-indazole-5-carbonitrile (108 mg, 0.401 mmol). ES-MS 
(m/z) 288 [M+l] + . 

25 D. 5-(3-Naphthvl- 1 H-indazole-5-vlV 1 H- 1 .2.4-triazole 

The title compound was prepared as described in Example 1 85 A using 3- 
naphthyMH-indazole-5-carboxamide (71 .4 mg, 0.248 mmol). Further purification by prep 
HPLC afforded the title compound (26.8 mg, 34.7% yield): ! H NMR (DMSO-d 6 ) 5 13.58 
(br s, 1H), 8.38 (br s, 1H), 8.27-8.22 (m, 2H), 8.17-8.03 (m, 3H), 7.83-7.67 (m, 3H), 7.62- 

30 7.52 (m,2H); ES-MS (m/z) 312 [M+l] + . . 
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EXAMPLE 189 
SYNTHESIS OF 3-(5-(lH-l,2,4-TRIAZOL-3-^ 




H 



A. l-Perhvdro-2H-pwan-2-vl-3-(3-thienvlVlH-indazole-5-carbonitrile 

0 The title compound was prepared according to the procedure described for 

compound 184, using 3 -bromo-l-perhydro-2H-pyran-2- yl- 1 H-indazole-5 -carbonitrile (0.300 
g, 0.98 mmol), in ethylene glycol dimethyl ether (10 mL), 3-thiophene boronic acid (0.450 g, 
1 .47 mmol), [1,1 , -bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) 
(0. 1 1 3 g, 0.098 mmol), and potassium phosphate (1 .04 g, 4.9 mmol) (0.159 g, 52 % yield): 

-5 ES-MS (m/z) 310 [M+H] + . 

B. 3>f5-flH-K2.4>Triazol-3-vlVlH-indazol-3-vnthiophene 

Hydrolysis of 1 -perhydro-2H-pyran-2-yl-3 -(3 -thienyl)- 1 H-indazole-5 - 
carbonitrile (0.159 g, 0.51 mmol) l-perhydro-2H-pyran-2-yl-3-(3-thienyl)-l H-indazole-5 - 

i0 carboxamide using hydrogen peroxide (30% commercial solution, 5.00 mL) and aqueous 
sodium hydroxide (6.0 N, 0.400 mL) did not result in satisfactory conversion after 1 8 hours 
at 45 °C. So the reaction mixture was submitted to THP hydrolysis conditions (4.0N HC1 in 
dioxane, 5 mL, and 6.0 N aqueous HC1, 5 mL; 60 °C, 4 hours) before performing the 
conversion of the nitrile intermediate to the primary amide (4 mL of 30% hydrogen peroxide, 

25 0.2 mL of 6.0 N aqueous sodium hydroxide, 50°C, 2 hours). Precipitation of the 

intermediate was induced by addition of water. 3-(3-thienyl)-lH-indazole-5-carboxamide 
was converted to (2E)-2-aza-3-(dimethylamino)-l-(3-(3-Thienyl)(lH-indazol-5-yl))prop-2- 
en-l-one upon heating a N,N-dimethyl formamide dimethyl acetal (10 mL) to reflux 
temperature. Cyclization to the final compound was achieved by treating an acetic acid 

3 0 solution of amidine intermediate (10 mL) with 1 .0 mL of anhydrous hydrazine at reflux 
temperature for 2 hours. After aqueous work-up, the title compound was purified by 
preparative HPLC (15-80% acetonitrile in water) (0.012 g, 9% yield over 4 steps): 'H NMR 
(DMSO-dJ S 13.3 (br s, 1H), 8.7 (s, 1H), 8.4 (br s, 1H), 7.75-8.1 (m, 2H), 7.7-7.6 (m, 4H); 
ES-MS (m/z) 268 [M+H] + . 
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EXAMPLE 190 

SYNTHESIS OF 5-(3-(2-NAPHTHYL)-lH-INDAZOL-5-YL)-lH-l,2,4-TRIAZOLE 




0 

A. 5-(3-(2-NaphthvlVlH-indazol-5-vlVlH-1.2.4-triazole 

The title compound (79.3 mg, 55.4% yield) was prepared as described in 
Example 185 A using 3-(2-naphthyl)-lH-indazole-5-carboxamide (132 mg, 0.459 mmol). 'H 
NMR (DMSO-d 6 ) 6 13.4-13.2 (m, 1H), 1 1.99 (s, 0.42H, partial NH), 9.67-8.50 (m, 3H), 
5 8.22-7.97 (m, 5H), 7.79-7.67 (m, 1H), 7.64-7.55 (m, 2H); ES-MS (m/z) 312 [M+lf. 

EXAMPLE 191 

SYNTHESIS OF 3-(5-(lH-l,2,4-TRIAZOL-3-YL)-lH-INDAZOL-3-YL) 

PHENYLAMINE 

.0 

H 




'.5 

A. 3-(3-AminoohenvD- 1 -perhvdro-2H-pyran-2-vl- lH-indazole-5-carbonitrile 

The title compound (0.420 g, 81 % yield) was prepared according to the 
procedure described for compound 184, using 3-bromo- 1 -perhydro-2H-pyran-2-yl- 1 H- 
indazole-5-carbonitrile (0.500 g, 1.63 mmol), in ethylene glycol dimethyl ether (10 mL), 3- 
-0 aminophenyl boronic acid (0.380 g, 2.45 mmol), [l,l'-bis(mphenylphosphino)-ferrocene] 
complex with dichloromethane (1:1) (0.188 g, 0.16 mmol), and potassium phosphate (1.72 
g, 8.15 mmol): ES-MS (m/z) 319 [M+H] + . 

B. 3-r5-riH-1.2.4-Triazol-3-vlVlH-indazol-3-viyhenvlamine 

>5 The tetrahydropyran protecting group was removed under acidic conditions 
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using 5 mL of 4.0 N HC1 solution in dioxane, and 2.5 mL of aqueous HQ at 60 °C for 2 
hours added to 3-(3-aminophenyl)-l-perhydro-2 

(0.220g, 0.69 mmol). The reaction mixture was neutralized with 2.0 N aqueous sodium 
hydroxide and extracted with ethyl acetate. After evaporation of the solvent, the residue was 
dissolved in 4.0 mL of absolute ethanol and reacted with 4.0 mL of 30% commercial - 
hydrogen peroxide solution and 0.2 mL of 6.0 N aqueous sodium hydroxide solution: The 
reaction mixture was heated to 45 °C for 2 hours. After neutralization and extraction in ethyl . 
acetate, the intermediate was dissolved in 10 mL of dimethoxydimethyl fonnamide acetal and 
heated to reflux temperature of the solvent for 2 hours. After evaporation of the solvent, the 
final cyclization was performed by treating a solution of the precursor in acetic acid (5 mL), 
with 1 mL of anhydrous hydrazine at 80 °C for 2 hours. The title compound was purified by 
preparative HPLC (0.01 1 g, 5% yield over 4 steps): l H NMR (DMSO-d 6 ) 13.4 (br s, 1H), 
10.1 (s, 1H), 8.7 (s, 1H), 8.2 (s, 1H), 8.1 (d, 1H), 7.7 (t, 3H), 7.5 (t, 1H); ES-MS (m/z) 319 
[M+H] + . 

EXAMPLE 1 92 

SYNTHESIS OF 3-[3-(3,4-DICHLOROPHENYL>lH-INDAZOL-5-YL]-lH-l,2,4- 

TRIAZOLE 



H 




A. 3 -(3 ,4-dichlorophenvl V 1 -perhvdro-2H-pvran-2-vl- 1 H-indazole-5-carbonitrile 

The title compound was prepared according to the procedure described in 
Example 184 using 3-bromo-l-perhycko-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.300 g, 
0.98 mmol), in ethylene glycol dimethyl ether (10 mL), 3,4-dichlorophenyl boronic acid 
(0.279 g, 1.46 mmol), [1 J'-bis(diphenylphosphino)-ferrocene] complex with 
dichloromethane (1:1) (0.13 g, 0.098 mmol), and potassium phosphate (1.03 g, 4.9 mmol) 
(0.249 g, 74 % yield): ES-MS (m/z) 372 [M+l]\ 

# 

B. 3-f3-(3 .4-Dichlorophenvn-lH-indazol-5-vn-lH-1.2.4-triazole 

The tetrahydropyran protecting group was removed under acidic conditions 
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using 4 mL of 4.0 N HC1 solution in dioxane, and 4mL of aqueous HC1 (6.0 N) at 60 °C for 
2 hours added to 3-(3,4-dichlorophenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
carbonitrile (0.220 g, 0.69 rumol). The residue was dissolved in 4.0 mL of absolute ethanol 
and reacted with 4.0 mL of 30 % commercial hydrogen peroxide solution and 0.3 mL of 

5 6.0 N aqueous sodium hydroxide solution. The reaction mixture was heated to 80 °C for 1 
hour. The intermediate was dissolved in 8 mL of dimethoxydimethyl formamide acetal and 
heated to reflux temperature of the solvent for 1 hour. Cyclization to the final compound 
was achieved by treating an acetic acid solution of the amidine intermediate (10 mL) in the 
presence of 1.0 mL of anhydrous hydrazine. The title compound was purified by preparative 

10 HPLC (0.030 g, 13% yield over 4 steps): l H NMR (DMSO-d 6 ) 8 8.7 (s, 1H), 8.4 (br s, 1H), 
8.2 (d, 1H), 8.1 (d, 1H), 8.05 (d, 1H), 7.8 (d, 1H), 7.7 (d, 1H); ES-MS (m/z) 331 [M+ 1 ] + . 



EXAMPLE 193 

SYNTHESIS OF 3<5KlH-l,2,4~TRIAZOL-5-YL)-lH-INDAZOL-3- 

YL)BENZO[B]TfflOPHENE 



H 




A. 3-(5-(lH-l ^4-triazol-5-vlV 1 H-indazol-3-vnbenzo rblthiophene 

The title compound was prepared as described in Example 185 A using 3- 
benzo[b]thiophen-3-yl-lH-indazole-5-carboxamide (1 12 mg, 0.382 mmol). Further 
purification by prep HPLC afforded the title compound (32.3 mg, 26.7% yield): ] H NMR 
(DMSO-d 6 ) 6 13.60 (s, 1H), 8.85 (s, 1H), 8.45 (br, 1H), 8.18-8.11 (m, 2H), 8.07-7.98 (m, 
2H), 7.75 (d, 1H), 7.50-7.48 (m, 2H); ES-MS (m/z) 318 [M+l] + . 



35 
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EXAMPLE 194 
SYNTHESIS OF 3-[3-(4-METHYLPHENYL)-l^^ 

TRIAZOLE 



H 




A. 3-Bromo-l-perhvdro-2H-pvran-2"Vl-lH-indazole-5-carboxamide 

To a solution of 3-bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
carbonitrile (2.6 g, 8.48 mmol) in 20 mL of ethanol was added 20 mL of commercial 

5 solution of hydrogen peroxide (30%) and 1 .8 mL of aqueous solution of sodium hydroxide 
(6.0 N). The suspension was heated to 50°C for 20 min. The reaction mixture was cooled 
down and neutralized with 6.0 N aqueous HCL Further precipitation was observed upon 
addition of water (20 mL). The solid was collected by filtration, washed with small portions 
of water and dried in a vacuum oven at 40°C (2.6 g, 95% yield) *H NMR (CDC1 3 ) 5 8.2 (s, 

0 1H), 8.0 (d, 1H), 7.7 (br s, 1H), 7.6 (d, 1H), 6.4 (br s, 1H), 5.7 (dd, 1H), 4.0 (m, 1H), 3.75 
(m, 1H), 2.5 (m, 1H), 2.0 (m, 2H), 1.7 (m, 3H); ES-MS (m/z) 276 [M+H] + . 

B. ( 2EV2-aza-3-f dimethvlaminoV 1 -( 3-bromo- 1 -perhvdro-2H-pvran-2-vl-f 1 H~indazol- 
5-vn)prop-2-en-l -one 

-5 3-Bromo-l-perhy<ko-2H-pyran-2-yl-lH-indazole-5-carboxamide (2.6 g, 

8.04 mmol) and the resulting solution was heated to 80°C for 2 hours. The solvent was 
removed under reduced pressure to afford the title compound that was used without further 
purification: ES-MS (m/z) 379 [M+lf. 

>0 C. 2-r5-aH-L2.4-triazol-3-vlV3-bromo-lH-indazovDperhvdro-2H-pwa^ 

To a solution of (2E)-2-aza-3-(dimethylamino)-l-(3-bromo-l-perhydro-2H- 
pyran-2-yl(lH-indazol-5-yl))prop-2-en-l-one in 25 mL of acetic acid was added 3 mL of 
anhydrous hydrazine. The solution was heated to 80 °C for 0.5 hour during which the 
formation of a precipitate and discoloration were observed. Complete precipitation of the 

^5 product was achieved upon addition of 50 mL of water. The title compound was collected 
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by filtration, washed with small portions of water, and dried in a vacuum oven (40°C) (2.78 
g, quantitative yield): 'H NMR (CDC1 3 ) 8 8.3 (d, 1H), 8.1 (d, 1H), 7.6 (d, 1H), 5.7 (d, 1H), 
4.0 (m, 1H), 3.75 (m, 1H), 2.5 (m, 1H), 2.0 (m, 2H), 1.7 (m, 3H); ES-MS (m/z) 348 
[M+1J + . 

) 

D. 2-f3-Bromo-5-ri-(triph^ 
PVran 

To a solution of 2<5-(lH-l,2Atriazol-3-yl)-3-bromo-lH-indazoyl)perhydro- 
2H-pyran in 60 mL in dimethyl formamide, was added triphenylmethyl chloride (3.48 g, 12.5 

[ 0 mmol), and triethyl amine (4.64 mL, 33.32 mmol). The reaction mixture was heated to 80°C 
for 12 hours. The solvent was removed under reduced pressure and the crude reaction 
mixture was partitioned between water and ethyl acetate. The oil resulting from evaporation 
of the extracts was purified by column chromatography (Si0 2 , 25 % ethyl acetatcin hexanes 
(2.90 g, 61% over 4 steps): >H NMR (CDC1 3 ) 5 8.3 (s, 1H), 8.2 (d, 1H), 7.9 (s, 1H), 7.5 (d, 

15 1H), 7.4-8.1 (m, 15H), 5.68 (dd, 1H), 4.0 (m, 1H), 3.75 (m, 1H), 2.5 (m, 1H), 2.1 (m, 2H), 
1.7 (m, 3H); ES-MS (m/z) 592 [M+2] + . 

E. 2- 13-f 4-MethvlnhenvlV5-r 1 -ftrimethvlphenvlV 1 .2.4-triazol-3-vl VI - 1 H- 

indazo vl > perhvdro-2H-p vran 
20 To a solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3-yl)]-lH- 

indazolyl}perhydro-2H-pyran (0.150 g, 0.254 mmol), in ethylene glycol dimethyl ether 
(3 mL) was added 4-methylphenyl boronic acid (0.052 g, 0.381 mmol), [1,1 ? - 
bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) (0.030 g, 
0.0254 mmol) and potassium phosphate (0.269 g, 1.27 mmol). The reaction mixture was 

25 heated to reflux temperature for 5 hours. The solvent was then evaporated to dryness and 
the residue was dissolved in 20 mL of ethyl acetate. The heterogeneous solution was washed 
3 times with 10 mL of water and once with 10 mL of brine. The organic layer was dried over 
Na2S0 4 and evaporated to dryness. The resulting brown solid was adsorbed on silica gel and 
purified by column chromatography (85:15 hexanes/ethyl acetate) to provide the title 

30 compound (0.130 g, 85 % yield): ES-MS (m/z) 602 [M+lf. 

F. 3-r3-r4-MethvlphenvlVlH-indazol-5-vn-lH-L2.4-triazole 

2-{3-(4-Methylphenyl)-5-[l-(trimethylphenyl)(l,2,4-triazol-3 
mdazoyl}perhydro-2H-pyran (0.130 g, 0.216 mmol) was dissolved in 4 mL of 4.0 N HC1 in 
35 dioxane and 2 mL of 6.0 N aqueous HC1 were added. After 2 hours at room temperature, 
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the reaction mixture was neutralized using aqueous sodium hydroxide (6.0 N) and the 
product was extracted with ethyl acetate. The extracts were dried under vacuum and 
dissolved in 5 mL of 6.0 N aqueous sodium hydroxide, side products extracted twice with 
diethyl ether. The aqueous phase was neutralized with 6.0 N HC1 and the product was 
> extracted with ethyl acetate. The crude was purified by preparative HPLC (1 5-80% 

acetonitrile in water) (0.024 g, 40% yield): 'H NMR (DMSO-d 6 ) 8 13.4 (br s, 1H), 8.7 (s, 
1H), 8.4 (br s, 1H), 8.1 (dd, 1H), 7.9 (d, 2H), 7.7 (d, 1H), 7.4 (d, 2H), 7.0 (d, 1H), 2.4 (s, 
3H); ES-MS (m/z) 276 [M+l] + . 



10 EXAMPLE 195 

SYNTHESIS OF N-[3K5-(lH-l,2,4-TRIAZOL-3-YI,)-lH-rNDAZOL-.3- 

YL)PHENYL]ACET AMIDE 



15 




20 

To a solution 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazole-3-yl}phenylamine (0.200 g, 0.63 mmol), in acetic acid (6.0 mL) 
was added acetic anhydride (0.178 mL, 1.89 mmol). The reaction mixture was heated to 
. reflux temperature for 12 hours. Water was added (10 mL) and the mixture was neutralized 

25 with 2.0 N aqueous sodium hydroxide. The product was extracted with ethyl acetate and 
concentrated to dryness. The crude oil was dissolved in 4 mL of ethanol and treated with 4 
mL of commercial solution of hydrogen peroxide and 0.200 mL of 2.0 N aqueous sodium 
hydroxide. After 3 hours, the solvent was removed under reduced pressure. The resulting oil 
was dissolved in 5 mL of dimethoxy dimethyl formamide acetal and the solution was heated 

30 to reflux temperature for 3 hours. The solvent was removed under reduced pressure and the 
residue was dissolved in 10 mL of acetic acid and treated with 1 mL of anhydrous hydrazine. 
The reaction mixture was heated to reflux temperature for 12 hours. After neutralization 
with aqueous sodium hydroxide (2.0 N), the crude was extracted with ethyl acetate and 
purified by preparative HPLC (15-80% acetonitrile in water) (0.040 g, 20% over 5 steps): 

35 'H NMR (DMSO-d 6 ) 8 13.4 (br s, 1H), 10.1 (s, 1H), 8.7 (s, 1H), 8.4 (br s, 1H), 8.2 (s, 1H), 
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8.1 (d, 1H), 7.7 (t, 3H), 7.5 (t, 1H), 2.1 (s, 3H); ES-MS (m/z) 319 [M+l] + . 



EXAMPLE 196 

SYNTHESIS OF 5-[3-(3-CHLOROPHENYL)-lH-INDAZOL-5-YL]-lH-l,2,4- 

TPJAZOLE 



10 




A. 5-r3-(3-ChlorophenvlV lH-inda2ol-5-vl1-lH-l .2.4-triazole 

The title compound was prepared as described in Example 189 B (55% 
15 yield). 'H.NMR (DMSO-d 6 ) 6 13.7 (br s, 1H), 8.74 (s, 1H), 8.53 (br s, 1H), 8.13 (d, 1H), 
8.04-8.01 (m, 2H), 7.75 (d, 1H), 7.64 (t, 1H), 7.53 (d, 1H); ES-MS (m/z) 296 [M+l] + . 

EXAMPLE 197 

SYNTHESIS OF l-[(lE)-2-(5-(lH-l,2,4-TRIAZOL-3-YL)((lH-INDAZOL-3- 
20 YL)) VINYL] -4-METHOXYBENZENE 



25 




30 

A. !-((! EV2-a-Perhvdro-2H-pvran-2-vl-5-ri-ftriphenvlmethvl¥1.2.4-triazol-3- 
yj)]£l H-indazole-3-vl)> vinvl-4-methox vbenzene 

The title compound was prepared according to the procedure described in 
Example 194 using 2-{3-bromo-5-[l-(triphenylmetiiyl)(l,2,4-triazol-3-yl)]-lH- 
35 indazolyl}perhydro-2H-pyran (0.150 g, 0.254 mmol), in ethylene glycol dimethyl ether 
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(3 mL), trans-4-methoxyphcnylethenyl boronic acid (0.067 g, 0.375 mmol), [1,1- 
bis(diphenylphosphino)-ferroccne] complex with dichloromethane (1:1) (0.030 g, 0.0254 
mmol), and potassium phosphate (0.269 g, 1.27 mmol) (0.105 g, 64% yield): ES-MS (m/z) 
644 [M+H]\ 

5 

B. 1 -\( 1 E)-2-( 5-( 1 H- 1 ^^-Triazol-S-vlVnH-indazol-S-vl^vmvll^-methoxvbenzene 

Hydrolysis was performed by stirring l-((lE)-2-{l-perhydro-2H-pyran-2-yl- 
5-[l-(triphenylmcthyl)( 1 ,2,4-triazol-3-yl)](lH-indazol-3-yl)} vmyl-4-methoxybenzene in 4 
mL of 4.0 N commercial solution of HC1 in dioxane and 2 mL of 6.0 N aqueous HC1 at room 
10 temperature for 6.5 hours. A mixture of 2 isomers was isolated after purification by 

preparative HPLC (3% of the minor isomer) (0.014 g, 17.4% yield) 'H NMR (DMSO-d 6 ) 8 
8.8 (s, 1H), 8.55 (s, 1H), 8.15 (d, 1H), 7.7 (t, 3H), 7.5 (d, 2H), 7.0 (d, 2H), 3.8 (s, 3H); ES- 
MS (m/z) 318 [M+l]*. 

15 EXAMPLE 198 

SYNTHESIS OF 3-{3-[(lE)-2-(4-CHLOROPHENYL)\nDNTiX]-lH-INDAZOL-5-YL}- 

lH-l,2,4-TRIAZOLE 



20 



25 




A. 2- I3-1Y 1 EV2-(4-Chlorophenvnvinvl1-5-r l-ftriphenvlmethvlV 1 .2.4-triazol-3-vlYl- 
1 H-indazovnperhvdro-2H-pvran 

The title compound was prepared according to the procedure described in 

30 Example 194usmg2-{3-bromo-5-[l-(triphenylmemyl)(l,2,4-triazol-3-yl)]-lH- 

indazolyl}perhydro-2H-pyran (0.160 g, 0.27 1 mmol), in ethylene glycol dimethyl ether 
(3 mL), trans-4-chlorophenylethenyl boronic acid (0.074 g, 0.406 mmol), [1,1- 
bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) (0.031 g, 
0.027 mmol), and potassium phosphate (0.287 g, 1.35 mmol) (0.146 g, 83% yield): ES-MS 

35 (m/z) 648 [M+l ] + . 

♦ 
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B. 3-(3-f(lEV2-f4-CMorophenvnvinvll-lH-iiida2ol-5 -vn-lH-1.2.4-triazole 

Hydrolysis was performed by stirring 2-{3-[(lE)-2-(4-chlorophenyl)vinyl]-5- 
[l-(triphenylmethyl)(l,2,4-triazol-3-yl)]-lH-indazoyl}perhydro-2H-pyran in 4mL of 4.0 N 
commercial solution of HC1 in dioxane and 2 mL of 6.0 N aqueous HC1, at room 
5 temperature for 6.5 hours. The title compound was purified by column chromatography (5% 
MeOH in dichloromethane) and was isolated as a 98:2 mixture of isomers (0.040 g, 56.6% 
yield): »H NMR (DMSO-c^) 6 14.4, 14.0 (2s, 1H), 13.4, 13.3 (2s, 1H), 8.7 (m, 1H), 8.1 (m, 
2H), 7.8-7.4 (m, 7H); ES-MS (m/z) 322 [M+l] + . 

10 EXAMPLE 199 

SYNTHESIS OF 2-(5-(lH-l,2,4-TRIAZOL-5-YL)-lH-INDAZOL-3- 

YL)BENZO[B]FURAN 



H 



15 




20 

A. 2-f5-flH-1.2.4-Triazol-5-vlVlH-indazol-3-vnbenzorb1furan 

The title compound was prepared as described in Example 1 85 A using 3- 
benzo[d]furan-2-yl-lH-indazole-5-carboxamide (117 mg, 0.423 mmol). Further purification 
by prep HPLC afforded the title compound (83 mg, 65% yield): 'H NMR (DMSO-d 6 ) 6 
25 13.70 (s, 1H), 8.86 (s, 1H), 8.15 (d, 1H), 7.76 (m, 3H), 7.51 (s, 1H), 7.42-7.29 (m, 3H); 
ES-MS (m/z) 302 [M+l] + . 



30 



35 
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EXAMPLE 200 
SYNTHESIS OF l-(5KlH-l,2,4-TIUAZOL^ 

(METHYLSULFONYL)BENZENE 




CH 3 

A. 4-Meth vlthio- 1-11 -perhvdro-2H-pyran-2-vl-5-r 1 -(triphenvlmethvlV 1 .2.4-triazol-3- 
vlWlH-indazole-3-vD} benzene 

The title compound was prepared as described in Example 194 E using 4- 
15 (methylthio)phenylboronic acid (169 mg, 1.01 mmol) (412 mg, 96.0% yield): ES-MS 
(m/z) 634 [M+l] + . 

B. 1 -(5-(l H-K2.4-Triazol-5-vl¥m-indazol-3^^ 

A mixture of 4-methylthio-l-{l-perhydro-2H-pyran-2-yl-5-[l- 
20 (triphcnylmethyl)(l,2,4-triazol-3-yl)](lH-indazolO-yl)}benze (200 mg, 0.316 mmol), 
1.00 mL CH 2 C1 2 , and 3-chloroperoxybenzoic acid (Aldrich, 77% purity, 177 mg, 0.79 mmol 
based on 77% purity, 2.50 equiv.) was stirred at room temperature for 30 minutes. The 
reaction was diluted with EtOAc, washed with 2 x sat. aq. NaHC0 3 , dried (NajSO^ filtered, 
and concentrated. The crude concentrate was heated in 5.00 mL of MeOH and 5.00 mL of 
25 6.0 N aq. HC1 at 65°C for 17.5 h. The mixture was poured onto 6.0 N aq. NaOH and 
extracted with 2 x EtOAc. The aqueous layer was neutralized to pH = 6.0 with 6.0 N aq. 

■ 

HCl, and extracted with 2 x EtOAc. The combined organics were dried (NajSO.,), filtered, 
and concentrated. Purification by prep HPLC afforded the title compound (10 mg, 9.4% 
yield): 'H NMR (CDCl 3 /CD 3 OD) 6 8.82-8.73 (m, 1H), 8.42-8.01 (m, 6H), 7.75-7.65 (m, 
30 1H), 3.18 (s,3H); ES-MS (m/z) 340 [M+l] + . 



35 
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EXAMPLE 201 

SYNTHESIS OF 3-{3-[(l E)-2-(4-METHYLPHENYL) VINYL]- 1 H-IND AZOL-5 - YL} 

lH-l,2,4-TRIAZOLE 



10 




CH 3 



A. 2-(3-rriEV2-f4-MethvlDhenvlWinvl1-5-ri-(triphenv1methvl¥l.2.4-triazol-3-vni- 
lH-indazovl} perhydro-2H-pvran 

1 5 The title compound was prepared according to the procedure described in 

Examplel 94 using 2- {3-bromo-5-[l -(triphenylmethyl)(l ,2,4-triazol-3-yl)]-lH- 
indazolyl}perhydro-2H-pyran (0.300 g, 0.508 mmol), in ethylene glycol dimethyl ether 
(5 mL), trans-4-methoxyphenylethenyl boronic acid (0.123 g, 0.762 mmol), [1,1'- 
bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1 : 1) (0.059 g, 

20 0.05 1 mmol), and potassium phosphate (0.538 g, 2.54 mmol) (0.269 g, 84% yield): ES-MS 
(m/z) 628 [M+lf. 

B. 3-B-r(lEV2-f4-Methvlphenvnvinvll-lH-indazol-5-vn-lH-1.2.4-triazole 

Hydrolysis was performed by stirring 2-{3-[(lE)-2-(4-methylphenyl)vinyl]-5- 
25 [l-(triphenylmemyl)(l,2,4-triazol-3-yl)]-lH-indazoyl}perhydro-2H-pyran(0.^ g, 
0.42 mmol) in 4 mL of 4.0 N commercial solution of HC1 in dioxane and 2 mL of 6.0 N 
. aqueous HQ, at room temperature for 6.5 hours. The title compound was purified by 
column chromatography (5% MeOH in dichloromethane) and isolated as a 97:3 ratio of 2 
isomers (0.103g, 81% yield): ! H NMR (DMSO-d 6 ) 8 8.8 (s, 1H), 8.6 (br s, 1H), 8.1 (d, 1H), 
30 7.6 (m, 3H), 7.5 (d, 2H), 7.0 (d, 2H), 2.34 (s, 3H); ES-MS (m/z) 302 [M+l] + . 



35 
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EXAMPLE 202 

SYNTHESIS OF l-(5-(lH-l,2 3 4-TRIAZOL-5-YL)(lH-INDAZOL-3-YL))-4- 

(METHYLSULFINYL)BENZENE 




10 



A. 1 -( 5-( 1 H- 1 .2.4-Triazol-5-vl¥ lH-indazol-S-vn^-Cmethvlsulfinvnbenzene 

A mixture of 4-methylthio- 1 - { 1 -perhydro-2H-pyran-2-yl-5-[ 1 - 

(triphenylmemyl)(l,2,4-triazol-3-yl)](lH-indazol-3-yl)}benzene (136 mg, 0.214 mmol), 
15 1.00 mL CH 2 C1 2 , and 3-chloroperoxybenzoic acid (Aldrich, 77% purity, 48.1 mg, 0.214 

mmol based on 77% purity, 1 .00 equiv.) was stirred at room temperature for 30 minutes. 

The reaction was diluted with EtOAc, washed with 2 x sat. aq. NaHC0 3 , dried (NajSO^, 
. filtered, and concentrated. The crude concentrate was heated in 5.00 mL of MeOH and 

5.00 mL of 6.0 N aq. HC1 at 65 °C for 17.5 h. The mixture was poured onto 6.0 N aq. 
20 NaOH and extracted with 2xEtOAc. The aqueous layer was neutralized to pH = 6.0 with 6.0 

N aq. HC1, and extracted with 2xEtOAc. The combined organics were dried (Na^jSOJ, 

filtered, and concentrated. Purification by prep HPLC afforded the title compound (7.2 mg, 

10.4% yield): 'H NMR (CDCl 3 /CD 3 OD) 6 8.78 (s, 1H), 8.45-7.98 (m, 4H), 7.86 (d, 2H), 

7.72 (d, 1H), 2.89 (s, 3H); ES-MS (m/z) 324 [M+l] + . 

25. 

EXAMPLE 203 

SYNTHESIS OF 5-(5-(lH-l,2,4-TRIAZOL-5-YL)-lH-INDAZOL-3-YL)-2H-BENZO[D] 

1,3-DIOXOLENE 
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A. 5 - H -Perhvdro-2H-pvran-2-vl-5-r 1 -(triphenvlmethvIV 1 .2.4-tria zol-3-vm-lH- 
indazol-3-vU -2H-benzord1 1 3-dioxolene 

The title compound (168 mg, 52% yield) was prepared as described in 
Example 194 E using 3,4-(methylenedioxy)phenylboronic acid (134 mg, 0.808 mmol). ES- 
MS (m/z) 632 [M+l] + . 

B. S-(5-( 1 H- 1 ,2.4-Triazol-5-vlV lH-indazol-3-vlV2H-benzord1 1 .3-dioxolene 

The title compound was prepared as described in Example 1 94 F using 5- { 1 - 
perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)(l ,2,4-triazol-3-yl)]-lH-indazole-3-yl}-2H- 
0 benzo[d] 1 ,3-dioxolene (1 68 mg, 0.267 mmol). Further purification by HPLC afforded the 
title compound (7 mg, 9% yield): l H NMR (DMSO-d 6 ) 6 13.35 (s, 1H), 8.64 (s, 1H), 8.07 
(d, 1H), 7.74-7.37 (m, 4H), 7.13 (d, 1H), 6.12 (s, 2B0; ES-MS (m/z) 306 [M+lf. 

EXAMPLE 204 

5 SYNTHESIS OF 4-(5-(lH-l,2,4-TRIAZOL-5-YL)-lH-INDAZOL-3-YL) 

PHENYL AMINE 



0 




NH 2 



5 A. 4-(5-nH-1.2.4-Triazol-5-vlVIH-indo2ol-3-vnphenvlamine 

The title compound was prepared as described in Example 1 84 B (40 mg, 
28% yield). 'H NMR (DMSO-d 6 ) 6 14.2 (m, 1H), 13.1 (br s, 1H), 8.60 (br s, 1H), 8.03 (d, 
1H), 7.8-7.5 (m, 4H), 6.71 (d, 2H), 5.33 (s, 2H); ES-MS (m/z) 277 [M+l] + . 
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EXAMPLE 205 
SYNTHESIS OF 5-{3-[4<TRIFLUOROM 

1,2,4-TRIAZOLE 




A. 5- (3-r4-(Trifluoromethvnphenvl1-lH-inda2ol-5-vU-lH-l .2.4-triazole . 

A mixture of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3-yl)]-lH- 

15 indazolyl}perhydro-2H-pyran (300 mg, 0.508 mmol), 4-trifluoromethylphenylboronic acid 
(144 mg, 0.758 mmol, 1.49 equiv.), [l,l'-bis(diphenylphosphino)-ferrocene} 
dichloropalladium (II) complex with dichloromethane (Aldrich), 41.5 mg (0.0508 mmol, 
0.100 equiv.), 2.53 mL of anhydrous DME, and powdered potassium phosphate (K 3 P0 4 , 
535 mg, 2.52 mmol, 4.96 equiv.) were xefluxed for 5 days. The reaction was diluted with 

20 CH 2 C1 2 . washed with 2 x sat. aq. NaHC0 3 , dried (Na^C^), filtered, and concentrated. The 
crude material was purified by silica gel using 30-40% EtOAc in hexanes. To the purified 
material was added 5.00 mL of MeOH, and 5.00 mL of 6.0 N aq. HC1 . The mixture was 
heated at 60°C for 24 h. The reaction mixture was filtered. The solid was further purified by 
silica gel chromatography using EtOAc affording the title compound (69.3 mg). Further 

25 purification by prep HPLC afforded the title compound (1 8.9 mg, 1 1 .3% yield): l H NMR 
(CDCI3/CD3OD) 6 8.74 (s, 1H), 8.41-7.97 (m, 4H), 7.78 (d, 2H), 7.66 (d, 1H); ES-MS 
(m/z) 330 [M+l] + . 

■ * 

30 



35 
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EXAMPLE 206 

SYNTHESIS OF [3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL)) PHENYL] 

(METHYLSULFONYL)AMINE 



10 



A. 




3-vllphenvl amine 

15 To a solution of 2-{3-bromo-5-[l (triphenylmemyl)(l,2,4-triazol-3-yl)]-lH- 

indazolyl}perhydro-2H-pyran (1.0 g, 1.69 mmol) in ethylene glycol dimethyl ether, (20 mL), 
3-amino phenyl boronic acid was added as a solid (0.393 g, 2.53 mmol), followed by [1,1'- 
bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) (0.196 g, 0.169 
mmol), and potassium phosphate (1.79 g, 8.45 mmol). The reaction mixture was heated to 

20 reflux temperature of the solvent for 12 h. The crude reaction mixture was partitioned 

between ethyl acetate and water. The organic extracts were dried over Na^O,,. The desired 
product was isolated as a beige solid after column chromatography purification (Si0 2 , 25- 
50% ethyl acetate in hexanes) (0.801 g, 79% yield): ES-MS (m/z) 603 [M+l] + . 

25 B. folemvlsulfonvlV3-n<jerhvdro-2H-Dwa n-2-vl-5^ 

3 - vlYl ( 1 H-mdazol-3 -vf> \ phenvlamine 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(U,4- 

triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.125 g, 0.207 mmol), in tetrahydrofuran (5 

mL), were added, methane sulfonyl chloride (0.036 g, 0.3 15 mmol, 0.025 mL) and triethyl 

30 amine (0.107 g, 1.06 mmol, 0.147 mL). The reaction mixture was stirred at room 

temperature for 12 hours. After evaporation of the solvent, the residue was dissolved in 10 

mL of ethyl acetate and was washed 3 times with water (5 mL). The crude was used 

without further purification (0.140 g, 99% yield): ES-MS (mlz) 681 [M+l] + . 
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C r 3-f5-aH-L2.4-TriazolO-vm 

Hydrolysis was performed by stirring (methylsulfonyl)(3-{l-perhyd 
pyran-2-yl-5-[l-(tiiphenylmethy^ (0.140 
g, 0.205 mmol) in 4 mL of 4.0 N commercial solution of HC1 in dioxane and 2 mL of 6.0 N 
5 aqueous HO, at room temperature for 18 hours. The title compound was purified by 
preparative HPLC (15-80% acetonitrile in water) (0.052 g, 71% yield): 3 H NMR (DMSO- 
d 6 ) 5 13.5 (br s, 1H), 10.0 (s, 1H), 8.7 (s, 1H), 8.4 (br s, 1H), 8.1 (d, 1H), 7.9 (s, 1H), 7.7 
(dd, 2H), 7.5 (dd, 1H), 7.3 (d, 1H), 3.06 (s, 3H); ES-MS (m/z) 355 [M+l] + . 

10 EXAMPLE 207 

N-[3<5KlH-l,2,4-TRIAZO^ 

METHOXYACET AMIDE 




A. 2-Methoxv-N-f3- ( 1 -perhvdro-2H-pvran-2-vl-5-r 1 -(triphenvlmethvlV 1 «2.4-triazol-3- 
vlY)( 1 H-indazol-3-vD)phenvDacetamide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
25 triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.125 g, 0.207 mmol), in tetrahydrofuran (5 
mL), were added, 2-methoxy acetyl chloride (0.034 g, 0.315 mmol, 0.025 mL) and 
triethylamine (0.107 g, 1.06 mmol, 0.147 mL). The reaction mixture was stirred at room 
temperature for 12 hours. After evaporation of the solvent, the residue was dissolved in 10 
mL of ethyl acetate and was washed 3 times with water (5 mL). The crude was used 
30 without further purification (0.141g, 99% yield): ES-MS (m/z) 675 [M+l] + . 

B. N-r3-(5-nH-1.2.4-Triazol-3-vl¥l 

Hydrolysis was performed by stirring 2-methoxy-N-(3-{l-perhydro-2H- 
pyran-2-yl-5-[ 1 -(triphenylmethyl)(^ 
35 (0.141 g, 0.207mmol) in 4 mL of 4.0 N commercial solution of HC1 in dioxane and 2 mL of 

« 
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6.0N aqueous HC1, at room temperature for 1 8 hours. The title compound was purified by 
preparative HPLC (15-80% acetonitrile in water) (0.033 g, 46% yield) 'H NMR (DMSO-d 6 ) 
5 13.5 (br s, 1H), 10.0 (s, 1H), 8.7 (s, 1H), 8.4 (br s, 1H), 8.3 (s, 1H), 8.1 (d, 1H), 7.8 (d, 
1H), 7.7 (d, 2H), 7.5 (dd, 1H), 4.06 (s, 2H), 3.4 (s, 3H); ES-MS (mlz) 349 [M+l] + . 

5 

EXAMPLE 208 

SYNTHESIS OFN-[3-(5-( lH-l,2,4-TRIAZOI^3-YL)(lH-INDAZOL-3-YL))PHENYL]- 

2-PHENYLACETAMIDE 



10 

H 



15 




A. N-(3- 1 1 -perhvdro-2H-pvran-2-vl-5-r 1 -(triphenvlmethvnr 1 .2.4-triazol-3-vlW 1 H- 
indazol-3-vD)phenvl)2-phenvlacetamide 

20 To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2 > 4- 

triazol-3-yl)]-lH-mdazol-3-yl}phenylamine (0.125 g, 0.207 mmol), in tetrahydrofuran (5 
mL), were added, phenyl acetyl chloride (0.049 g, 0.315 mmol, 0.025 mL) and triethyl amine 
(0. 1 07 g, 1 .06 mmol, 0. 1 47 mL). The reaction mixture was stirred at room temperature for 
12 hours. After evaporation of the solvent, the residue was dissolved in 10 mL of ethyl 

25 acetate and was washed 3 times with water (5 mL). The crude was used without further 
purification (0.186 g, 99% yield): ES-MS (m/z) 721 [M+l] + . 

B. N-r3-(5-(lH-L2,4-Triazol-3-vn(lH-indazol-3-vl^phenvll-2-phenvlacetamide 

Hydrolysis was performed by stirring N-(3-{l-perhydro-2H-pyran-2-yl-5-[l - 
30 (triphenylmethyl)(l,2,4-triazol-3-yl)](lH-indazol-3-yl)}phenyl)2-phenylacetamide (0. 1 86 g, 
0.207 mmol) in 4 mL of 4.0 N commercial solution of HC1 in dioxane and 2 mL of 6.0 N 
aqueous HC1, at room temperature for 18 hours. The title compound was purified by 
preparative HPLC (0.039 g, 48% yield): 'H NMR (DMSO-d*) 5 13.4 (br s, 1H), 10.4 (s, 
1H), 8.7 (s, 1H), 8.4 (br s, 1H), 8.2 (s, 1H), 8.1 (dd, 1H), 7.7-7.6 (m, 3H), 7.5 (t, 1H), 7.4- 
35 7.2 (m, 4H); ES-MS (m/z) 395 [M+l] + . 

■ 
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EXAMPLE 209 

SYNTHESIS OF N-[3-(5KlH-l,2,4-TRlAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL]-2- 

FURYLCARBOXAMTOE 



N 



NH 




10 



A. 2-Furvl-N-f 3- / 1 -perhvdro-2H-pvran-2-vl-5-n -(triphenvlmethvPr 1 .2.4-triazol-3- 
vl)1(lH-mdazol-3-vl)}phenvl)carboxamide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
15 triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.125 g, 0.207 mmol), in tetrahydrofuran (5 
mL), were added, 2-furoyl chloride (0.041 g, 0.315 mmol, 0.031 mL) and triethyl amine 
(0.107 g, 1.06 mmol, 0.147 mL). The reaction mixture was stirred at room temperature for 
12 hours. After evaporation of the solvent, the residue was dissolved in 10 mL of ethyl 
acetate and was washed 3 times with water (5 mL). The crude was used without further 
20 purification (0. 1 50 g, 99% yield): ES-MS (m/z) 697 [M+l] + . 

B. N-r3-(5-(lH-1.2.4-Triazol-3-vlVlH-mdazol-3-vl^phenvl1-2-furvlcarboxamide 

Hydrolysis was performed by stirring 2-fuiyl-N-(3-{l-perhydro-2H-pyran-2- 
yl-5-[l-(triphenylmethylXl,2,4-mazol-3-yl)](lH-mdazol-3-yl)}phenyl)carboxamide(^ 
25 g, 0.207 mmol) in 4 mL of 4.0 N commercial solution of HC1 in dioxane and 2 mL of 6.0 N 
aqueous HC1, at room temperature for 18 hours. The title compound was purified by 
preparative HPLC (15-80% acetonitrile in water) (0.050 g, 50% yield): 'H NMR (DMSO- 
d 6 ) 5 8.8 (s, 1H), 8.6 (s, 1H), 8.3 (s, 1H), 8.0 (d, 1H), 7.8-7.7 (m, 4H), 7.5 (t, 1H), 7.3 (d, 
ffl), 6.6 (m, 1H); ES-MS (m/z) 371 [M+l] + . 

30 



35 
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EXAMPLE 210 

SYNTHESIS OF 5-[3<2-PHENYLETHYNYL)-lH-INDAZOL-5-YL]-lH-l,2,4- 

TRIAZOLE 



10 




A. 5-r3-f2-phenvlethvnvn-lH-indazol-5-v n-lH-1.2.4-triazole 

The title compovmd was prepared as described in Example 1 85 A using 3-(2- 
1 5 p henylethynyl)-lH-indazole-5-carboxamide (73.8 mg, 0.282 mmol). Further purification by 
prep HPLC afforded the title compound (1 1 .7 mg, 1 4.6% yield): 'H NMR (DMSO-d 6 ) 8 
13.71 (br, 1H), 8.46 (s, andbr s, 2H), 8.12 (d, 1H), 7.78-7.65 (in, 3H), 7.51-7.47 (m, 3H); 
ES-MS (m/z) 286 [M+l] + . 

20 EXAMPLE 211 

SYNTHESIS OFN-[3-(5-( lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL]- 

3-PYFJDYLCARBOXAMIDE 



25 




30 



A. N-r3-fl-Perhvdro-2H-Pvran-2-vl-5-ri-ftriphenvhnethvl¥l,2,4-triazol-3-Yl) KlH- 

indazol-3-ymphenvlV3-pvridvlcar boxamide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
35 triazol-3-yl)]-lH-mdazol-3-yl}phenylamine (0.250 g, 0.415 mmol), in tetrahydrofuran (5 
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mL), were added, nicotinoyl chloride-hydrochloride (0.148 g, 0.83 mmol), triethyl amine 
(0.210 g, 2.07 mmol, 0.289 mL), and 2 mL of dimethyl formamide. The reaction mixture 
was stirred at room temperature for 12 hours. After evaporation of the solvent, the residue 
was dissolved in 10 mL of ethyl acetate and was washed 3 times with water (5 mL). The 
5 crude was used without further purification. ES-MS (m/z) 708 [M+l] + . 

Hydrolysis was performed by stirring N-[3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 - 
(triphenylmethyl)(l ,2,4-triazol-3-yl)](lH-indazol-3-yl)}phenyl)-3-pyridylcarboxamide in 4 
10 mL of 4.0 N commercial solution of HC1 in dioxane and 2 mL of 6.0 N aqueous HC1, at 
room temperature for 1 8 hours. The title compound was purified by preparative HPLC and 
neutralized with aqueous sodium hydroxide (0.046 g, 29 % yield over 2 steps): *H NMR 
(DMSO-d 6 ) 5 8.8 (s, 1H), 8.6 (s, 1H), 8.3 (s, 1H), 8.0 (d, 1H), 7.8-7.7 (m, 4H), 7.5 (t, 1H), 
7.3 (d, 1H), 6.6 (m, 1H); ES-MS (m/z) 382 [M+l] + . 

15 

EXAMPLE 212 

SYNTHESIS OF 543-(4-FLUOROPHENYL)(lH-INDAZOI^5-YL)]^3-(3-PYim) 

4H- 1,2,4-TRIAZOLE 




The procedure described in Example 123 using ethoxy[3-(4- 
fluorophenyl)(lH-indazol-5-yl)]methylanimine hydrochloride (200 mg, 0.62 mmol), 
triethylamine (0.25ml, 1.86 mmol), and nicotinic hydrazide (171.4 mg, 1.25 mmol) was used 
to prepare the title compound (124 mg, 56% yield). ! H NMR (DMSO-d 6 ) 8 9.45 (s, 1H), 
9.05 (d, 1H), 8.8 (m, 2H), 8.18 (d, 1H), 8.0-8.1 (m, 3H), 7.75 (d, 1H), 7.33 (t, 2H), ES-MS 
m/z 357 [M+H] + . 



35 
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EXAMPLE 21 3 

SYNTHESIS OF 4-{5-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]-4H-l,2,4- 

TRIAZOL-3-YL} PHENOL 




HO 



To a round bottom flask containing l-{5-[3-(4-fluorophenyl)(lH-indazol-5- 
15 yl)](4H-l,2,4-triazol-3-yl)]-4-methoxybenzene (100 mg, 0.26 mmol) was added anhydrous 
dichlorOmefhane (2 ml). The flask, under a nitrogen atmosphere, was placed in an ice/salt 
bath. To the flask was added boron tribromide (1.3 ml, 1 .3 mmol). The reaction was 
allowed to stir at 0°C for one hour and at room temperature for an additional four hours. 
The reaction was quenched with water and the solvent was removed. The product was 
20 extracted from the reaction mixture with ethyl acetate. The organic layer was dried with 
magnesium sulfate, filtered and concentrated . The product was purified by semipreparative 
HPLC (20-80 % acetonitrile over 30 minutes) to yield the title compound (18 mg, 18.7% 
yield). 'H NMR (DMSO-d 6 ) 8 13.5 (s, 1H), 9.95 (s, 1H), 8.65 (s, 1H), 8.1 (m, 3H), 7.95 
^ (m, 2H), 7.78 (d, 1H), 7.4 (m, 2H), 6.85 (m, 2H), ES-MS m/z 372 [M+HJ + . 

EXAMPLE 214 

SYNTHESIS OF 2-{5-[3-(4-FLUOROPHENYL)lH-INDAZOL-5-YL]-4H-l,2,4- 

TRIAZOL-3-YL} ACETIC ACID 

30 



35 



HO 
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10 



15 



To a round bottom flask containing ethyl 2-{5-[-(4-fluorophenyl)-lH- 
indazol-5-yl]-4H-l,2,4-triazol-3-yl} acetate (100 mg, 0.27 mmol) was added ethanol (1.5 
ml), and the compound was dissolved in the solvent. To the flask was added 10% NaOH 
solution, and the reaction was allowed to stir for three hours. The compound was soluble in 
the aqueous layer so the solvent was removed. The compound was taken up in methanol 
and the solution was filtered. The organic layer was concentrated and the product was 
purified by semipreparative HPLC (20-80 % acetonitrile over 30 minutes) to yield the title 
compound (24 mg, 26 % yield). >H NMR (DMSO-d 6 ) 5 13.5 (s, 1H), 8.6 (s, 1H), 8.0-8.1 
(in, 3H) r 7.66 (d, 1H), 7.42 (m, 2H), 2.6 (s, 2H), ES-MS m/z 338 [M+H] + . 

EXAMPLE 215 
SYNTHESIS OF l-{5-{3-(4-FLUOROPH 

TRIAZOL-3-YL} ETHAN- 1 -OL 




20 

To a round bottom flask was added ethanol (12 ml), hydrazine monohydrate- 
(0.61 ml, 0.0127 mol), and methyl lactate (1 .8 ml, 0.019 mol). This was allowed to heat at 
60°C for three hours, then to 75 °C for three hours, and left to stir at room temperature 
overnight. Solvent and excess methyl lactate were removed under reduced pressure and the 

25 reaction mixture was diluted with additional ethanol. To the flask was bubbled in gaseous 
hydrochloric acid, a solid formed in solution. This was collected by filtration and washed 
with ethanol to yield N-amino-2-hydroxypropanamide. To a round bottom flask was added 
ethoxy[3-(4-fluorophenyl)(lH-ind£izol-5-yl)]methylanimine hydrochloride (200 mg, 0.62 
mmol), tpethylamine (0.25 mL, 1.86 mmol), and N-amino-2-hydroxypropanamide (150 mg, 

30 1 .25 mmol). This was taken up in anhydrous ethanol (10 mL) and sodium sulfate was added 
to the reaction mixture. The reaction was allowed to stir at 75 °C overnight while under a 
nitrogen atmosphere. The solvent was removed and the material was purified by 
semipreparative HPLC (20-80 % acetonitrile over 30 minutes) to yield the title compound 
(30 mg, 15 % yield). ! H NMR (DMSO-d 6 ) 8 13.4 (s, 1H), 8.6 (s, 1H), 8.0-8.1 (m, 3H), 

35 7.65 (d, 1H), 7.4 (t, 2H), 4.9 (m, 1H), 1.5 (d, 3H), ES-MS m/z 324 [M+H] + . 
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EXAMPLE 216 

SYNTHESIS OF N-[3-(5-(2H-l,2,3,4-TETRAZOL-5-YL)(lH-INDAZOL-3- 

YL))PHENYL]-2-METHOXYACETAMIDE 

5 H 

O 

N A^ CH3 

H 

10 

A. 2-f5-f2H-1.2.3.4-Tetrazol-5-vlV3-bromo-lH-indazolvnpe rhvdro-2H-pvran 

To a solution of 3-bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
carbonitrile (1 .0 g, 3.27 mmol), in toluene (30 mL), was added tributyltin (2.270 mL, 8.2 
15 mmol). The reaction mixture was heated to reflux temperature of the solvent for 8 hours. 
Volatile materials were removed under reduced pressure. The oily residue was dissolved in 
20 mL of toluene and hydrogen chloride gas was bubbled through the solution for 20 min 
resulting in the formation of a suspension. The pH of the reaction was adjusted to 5 and the 
product was extracted with ethyl acetate (0.560 g, 48.5 % yield): ES-MS (m/z) 350 [M+H] + . 

20 

B. 2-f3-Bromo-542^triphenvlmethviyi^ 
2H-pvran 

To a solution of 2-(5-(2H-l,2,3,4-tetrazol-5-yl)-3-bromo-lH- 
indazolyl)perhydro-2H-pyran (0.554 g, 1.59 mmol) in dimethyl formamide (5 mL) was 

25 added triphenylmethyl chloride (0.662 g, 2.38 mmol), and triethyl amine (1.110 mL, 7.95 
mmol). The reaction was heated to reflux temperature for 3.5 hours and maintained at room 
temperature overnight. The solvent was removed under reduced pressure. The resulting 
solid was dissolved in 20 mL of ethyl acetate and was washed with 10 ml-portions of water. 
The title compound was purified by column chromatography (Si0 2 , 20% ethyl acetate in 

30 hexanes) (0.754 g, 70%): ES-MS (m/z) mass not detected. 

C. 3-11 = Pgrhydro I 2ij I By^ 
indazol-3-vUphenylamine 

The title compound was prepared according to the procedure described in 
35 example 209A using 2-{3-bromo-5-[2-(triphenylmethyl)(l,2 5 3,4-tetrazol-5-yl)]-lH- 

* 
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indazolyl}perhydro-2H-pyran (0.754 g, 1.27 mmol) in ethylene glycol dimethyl ether (12 
mL), 3-aminophenyl boronic acid (0.296 g, 1.91 mnfol), [l,l'-bis(diphenylphosphino)- 
ferrocene] complex with dichloromethane (1:1) (0.147 g, 0.127 mmol), and potassium 
phosphate (1.35 g, 6.35 mmol). It was isolated after chromatographic purification using 
5 25% ethyl acetate in hexanes (0.246g, 32% yield): ES-MS (m/z) 604 [M+H] + . 

D. 2-Methoxv-N-f3- 1 1 -perhvdro-2H-pvran-2-vl-5-r2-( triphenvlmethvDf 1 ,23,4-tetrazol- 
5-vlYl ( 1 H-indazol-3 - vl) > phenvDacetamide 

To a solution of 3- { 1 -perhydro-2H-pyran-2-yl-5-[2- 
10 (triphenylmethyl)(l,2,3,4-tetr^^ (0.246 g, 0.407 

mmol) in tetrahydrofuran (4 mL) was added 2-methoxyacetyl chloride (0.056 mL, 0.61 
mmol) and triethyl amine (0.284 mL, 2.035 mmol). The reaction mixture was stirred 
overnight at room temperature before being partitioned between ethyl acetate and water. 
The product was purified by column chromatography (40% ethyl acetate in hexanes) (0.104 
1 5 g, 38% yield): ES-MS (m/z) M+ was not detected. 

E. N-r3-(5-(2H-L23.4-Tetrazol-5-vl¥^ 

2-Methoxy-N-(3- { 1 -perhydro-2H-pyran-2-yl-5-[2-(triphenylinethyl)(l ,2,3,4- 
tetrazol-5-yl)](lH-indazol-3-yl)}phenyl)acetamide was dissolved in 3 mL of 4.0 N hydrogen * 

20 chloride solution in dioxane. Aqueous hydrogen chloride solution (1 .0 mL, 6.0 N) was 
added and the solution was stirred at room temperature for 48 hours. The pH of the ; 
reaction mixture was made basic using 2.0 N aqueous sodium hydroxide and organic 
impurities were extracted with ethyl acetate. The pH of the aqueous phase was then 
adjusted to 4-5 using aqueous hydrochloric acid and the crude compound was extracted with 

25 ethyl acetate. The title compound was purified by preparative HPLC (1 5-80% acetonitrile in 
water) (0.025 g, 48% yield): ! H NMR (DMSO-d 6 ) 5 13.6 (s, 1H), 9.9 (s, 1H), 8.8 (s, 1H), 
8.4 (s, 1H), 8.07 (d, 1H), 7.82 (d, 1H), 7.74 (d, 1H), 7.5 (t, 1H), 5.7 (s, 2H), 4.4 (s, 3H); 
ES-MS (m/z) 350 [M+H] + . 



30 



35 
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AMPLE 217 

SYNTHESIS OF LfS-P^FLUOROPHENYD-lH-JNDAZOW-YD-ffi-l A* 

TRIAZOL-3-YLJPROPAN-2-OL 




To a flask was added emy.-3-hydroxybnrvrate (2.46 mL, 0.019 mmol), ^ 
u ,. , mM mL 0 0127 mmol) and ethanol (12 mL). This was allowed to 
hydrazine monohydrate (0.61 mL, u.uii/ nuuu , bubbled 

u . 7l°r ovemieht Gaseons hydrochloric acrd was bnooteo 
15 stirnnder a nitrogen atmosphere at 75 CovenngM. u , 

tato me reaetion and a solid crashed on, of somtion that was collected by 

2 Lad was determined to be N-ammo-3-hydroxybnUnamrde. To a ronnd bo«om ** 

--^trsriTm^^^r:— 

was added to the reaction mixture, ine reacuoii w<» 

was addea 10 ui removed and the material was purified by 

^ a SSSS.*^- 30 — to *" te tifle com[W,md 

™ (OMSO-d.) 5 1,5 ( S , 1H), S.6 (s, 1H), « ™ * 
tou mg, - > ; ^ z 33g p^+jq _ 

25 1H), 7.4 (t, 2H), 4.1 (m, 1H), 2.85 (d, 2H), 1.15 (a, * 

pv AMPLE 21 8 

SYNTHESIS OF l-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]ETHAN-l-ONE 



30 

H 3 C 




35 



-195- 



iNSDOCID <WO 0210137A2_I_> 



WO 02/10137 PCT/USO 1/23890 



A. l-T3-f 4-Fluorophenvl V 1 -perhvdro-2H-pyran-2-vl- 1 H-indazol-5 - vll ethan- 1 -one 

To a solution of 3-(4-fluorophenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole— 
5-carbonitrile (215 mg, 0.67 mmol) in THF (10 mL) at -78°C was added methyl lithium (1.0 
mL of a 1.0 molar solution, 1.0 mmol). The reaction was allowed to warm to room 
temperature over 3 hours when it was quenched with water (80 mL) and extracted with ethyl 
acetate (3x30 mL). The combined ethyl acetate layers were dried (N&jSCXi) and 
concentrated to an oil. The product was recovered from the crude by chromatography on 
silica gel eluting with 20% ethyl acetate/hexane to give 100 mg of a white solid (44% yield). 
ES-MS (m/z) 339 [M+l] + . 



10 



B. 1 -r3-(4-fluorophenvl V lH-mdazol-S-vHethan-l -one 

To a solution of l-[3-(4-fluorophenyl)-l-perhydro-2H-pyran-2-yl-lH- 
indazol-5 -yl] ethan- 1 -one (100 mg, 0.30 mmol) in methanol (30 mL) was added 6.N HC1 (30 
mL). The solution was stirred at room temperature for 4.5 hours when the methanol was 
15 removed under vacuo and the solution made basic with saturated Na 2 C0 3 . The suspension 
was then filtered and the product dried to give the title compound (83 mg, 100% yield). ! K 
NMR (DMSO-dJ 6 8.64 (s, 1H), 8.1 (m, 2H), 7.97 (d, 1H), 7.67 (d, 1H), 7.40 (t, 2H), 2.69 
20 (s, 3H); ES-MS (m/z) 255 [M+l ] + . 

20 EXAMPLE 219 

SYNTHESIS OF 2-(5-( 1 H- 1 ,2,3 ,4-TETRAAZOL-5 - YL)- 1 H-INDAZOL-3 - 

YL)BENZO[B]TfflOPHENE 



25 




30 

A. 2-(5-riH-1.2.3.4-Tetraazol-5-vlVlH-inda2ol-3-vDbenzofb1thiophene 

The title compound was prepared as described in Example 1 70. A using 3- 
benzo[b]tbiophen-2-yl-lH-indazole-5-carbonitrile (294 mg, 1.07 mmol) (19.5 mg, 5.7 % 
yield): 'H NMR (DMSO-d 6 ) 6 13.72 (s, 1H), 8.95 (s, 1H), 8.21 (s, 1H), 8.13 (d, 1H), 
35 8.03(d, 1H), 7.98 (d, 1H), 7.86 (d, 1H), 7.48-7.39 (m, 2H); ES-MS (m/z) 319 [M+l] + . 
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V V AMPLE 220 

SYNTHESIS OF l-(5-(lH-1^3,4-TETR^^ 

MORPHOLlN-4-YLETHOXY)BENZENE 



10 




A. 

15 



3 m p.A ^oli.-^vl- ^^Y^envll-lH-iTidarole-^-carboiutrile 

A mixture of S^hydroxyphenyiyi-perhydro-ZH-pyraii^yl-lH-mdazole-S- 
carbonitrile (400 mg, 1-25 mmol), tnphenylphosphine (Ph 3 P, 131 ft 5.00 n^4.00 
eq uiv ) 4 00raLTHF, 4-(2-hydroxyethyl)morpholine (656 mg, 5.00 mmol, 4.00 equiv.), and 
d^ethyl'azodicaxboxylate (DEAD, 871 mg, 5.00 mmol, 4.00 equiv.) were stirred at ^room 
temperature for 5 days. The reaction was diluted with EtOAc and washed wrth 2 x 6.0 N 
20 ao HC1 The combined aqueous layers were extracted with 2 x EtOAc. The aadxc 

aqueous layer was allowed to stand at room temperature for 5 h, and then added to enough 
6 0 N aq. NaOH such that the final pH > 12.0. The aqueous layer was extracted with 
EtOAc The organic layer was dried (Na 2 S0 4 ), filtered and concentrated. Punficatxon by 
silica gel chromatography using 0- 5 o/o MeOH in EtOAc as eluent afforded ian mL 
25 Sonicationoftheoilinl5n^ofl0o/„EtOAc/hexanegaveaprec^ 

diluted with 1 8 mL of hexanes, sonicated, and filtered affording the title compound (310 mg, 
71.1% yield: ES-MS (m/z) 349 [M+l] + . 

30 yiftthnw^benzene 

A mixture of 3-[4-(2-morpholin-4-ylethoxy)phenyl]-lH-mdazole-5- 

carbonitrile (290 mg, 0.832 mmol), azidotributyltin (Bu 3 SnN 3 , 1-56 g, 4.70 mmol, 3*5 
equiv.), and 9.0 mL toluene was refluxed for 17:5 h and concentrated to an oil. To the on 
wasadded6.5mLofdioxaneand6.5mLof6.0Naq. HC1. The mixture was shrred at 
35 roomtemperaturefor4handthenaddedto25mLof6.0Naq. NaOH. The imxture was 
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extracted with 3 x hexanes, and 3 x Et 2 0. The aqueous layer was filtered to remove 
particulates. The pH was adjusted with 6.0 N aq. HC1 to give maximum visual turbidity 
(approximately pH 5.0 - 5.5) and then the mixture was extracted with 2 x EtOAc. The 
combined organics were dried (Na 2 S0 4 ), filtered, and concentrated. The product was 
5 triturated in 5% EtOAc in hexanes. Filtration and drying of the solid afforded the title 
compound (29.0 mg, 8.90% yield): 'H NMR (CDCl 3 /CD 3 OD) 5 8.75 (s, 1H), 8.08 (d, 1H), 
7.95 (d, 2H), 7.70 (m, 1H), 7.13 (d, 2H), 4.30 (t, 2H), 3.85-3.79 (m, 4H), 3.07 (t, 2H), 
2.89-2.80 (m, 4H); ES-MS (m/z) 392 [M+l] + . 

10 EXAMPLE 221 

SYNTHESIS OF 4-[3-(4-FLUOROPHENYL)-lH-INDAZOLE-5-YL]PYRIMIDINE- 

2-YLAMTNE 



15 




20 

A solution of l-[3-(4-fluorophenyl)-lH-indazol-5-yl]ethan-l-one (73 mg, 
0.29 mmol) in dimethoxy DMF acetal (25 mL) was heated to 90 °C overnight. The solution 
was then concentrated to an oil under vacuo when methanol (10 mL), guanidine (55 mg, 
0.57 mmol), and NaOMe (290 uL of a 2 N solution, 0.58 mmol) was added. The reaction 
25 was then heated in a sealed tube to 120°C overnight. The reaction was then acidified with 
trifluoroacetic acid then subjected to preparative HPLC (CH 3 CN/water 0.1%TFA) to 
recover the final compound (3 mg, 3% yield). >H NMR (DMSO-d 6 ) 6 13.5 (br s, 1H), 8.78 
(s, 1H), 8.35 (d, 1H), 8.19 (d, 1H), 8.06 (dd, 2H), 7.72 (d, 1H), 7.53 (d, 1H), 7.38 (t, 2H); 
ES-MS (m/z) 306 [M+l] + . 

30 



35 
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FV AMPLE 222 

SYNTHESIS OF N-[3-(5-2H-l A 3,4-TETRAZOL-5-YL)(lH-INDAZOL-3- 

YL))PHENYL]2-PHENOXYPROP AN AMIDE 



10 




15 



A. 



3 ^_^^^..vn-1-nerhvdr- ^- ^-^vl-lH-mdazole^-carbonitrile 

The title compound was prepared as described in example 1 61 using 3- 
bromo-l- P erhyd*>-2H^^ (1.7 g, 5.55 mmol), in ethylene 

glycol dimethyl ether (60 mL), 3-amino boronic acid (1.72 g, 11.10 mmol), [1,1 - ■ 
20 bis(di P henylphos P hino)-ferrocene] complex with dichloromethane (1:1) (0.641 g, 0.555 
mmol), and potassium phosphate (5.89 g, 27.75 mmol). A second batch was prepared using 
3-bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbomtrile (2.0 g, 6.53 mmol), ui ^ 
ethylene glycol dimethyl ether (70 mL), 3-amino boronic acid (2.025 g, 13.06 mmol) [U - 
bis(di P henylphos P hino)-ferrocene] complex with dichloromethane (1:1) (0.755 g, 0.653 
25 xnmol), and potassium phosphate (6.92 g, 32.65 mmol). The crude compounds were 

combined and purified by column chromatography using 30% ethyl acetate in hexanes (3.2 g, 
82 % yield): ES-MS (m/z) 319 [M+H]\ 

B. TJ-fV^-rv^o-l- r-^^-^-"^" °- vK1 H-iiida7.ole-3-yl))ph^yi]^ 

30 phenoxvpropanamide . _ 

To a solution of 3-(3-ammo P henyl)-l- P erhydro-2H- P yran-2-yl-lH-mdazo^ 

5-carbonitrile (0.300 g, 0.94 mmol) in dichloromethane (10 mL) was added 2- P henoxy 
propionic acid (0.172 g, 1 .034 mmol) and l^S-dlmemylaminopropyl^-ethylcarbodiimxd 
hydrochloride (0.216 g, 1 .13 mmol). After overnight reaction at room temperature, the 
35 reaction mixture was partitioned between dichloromethane and water. The organic phase 
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EXAMPLE 180 

SYNTHESIS OF 5-[3<2-PHENYLETHYL)-lH-I>roAZOL-5-YL]-2H-l, 2,3,4- 

TETRAZOLE 

5 



10 




A. 3-rriEV2- PhenvlvinvlVl-perhvdro-2H-Dvran-2-vl-lH-indazole-S-c arhoTiitrilft 

The title compound was prepared as described in example 161, using 3- 
15 bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.300 g, 0.98 mmol), in 
ethylene glycol dimethyl ether (10 mL), trans-phenylethenyl boronic acid (0.217 g, 1.47 
mmol), [l,r-bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) (0.1 13 
g, 0.098 mmol), and potassium phosphate (1 .04 g, 4.9 mmol) (0.275g, 85 % yield): ES-MS 
(m/z) 330 [M+l] + . 

20 

B. l-Perhvdro- 2H-pvran-2-vl-3-r2-phenvlethvn-lH-indazole-5-carbonitrile 

3-((l E)-2-Phenylvinyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
carbonitrile (0.275 g, 0.83 mmol) was dissolved in ethyl acetate (20 mL). The flask was 
purged with nitrogen, then hydrogen. To this solution was added palladium on carbon (10 
25 weight %, 14 mg). The mixture was stirred under an atmosphere of hydrogen for 5 hours. 
The catalyst was filtered and washed with small portions of ethyl acetate (5 mL). The filtrate 
was concentrated under reduced pressure resulting in the title compound (oil solidified under 
vacuum) (0. 1 1 7 g, 84% yield): ES-MS (m/z) 332 [M+l] + . 

30 C. 5-r3-(2-PhenvlethvlVlH-indazol-5-vll-2H-1.2.3.4-tetra7.o1e / / 7 

The title compound was prepared as described in Example 167, using 1- 
perhydro-2H-pyi^-2-yl-3-(2-phenylemyl)-lH-indazole-5-carbonitrile (0.117 g, 0.35 mmol), 
azidotributyl tin (0.353 g, 0.292 mL, 1.06 mmol) in toluene (5 mL). After hydrolysis of the 
protecting group under acidic conditions, the compound was purified by acid/base 

35 extraction. The residue was partitioned between 6.0N NaOH and ethyl acetate. The aqueous 
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phase was then acidified with 6.0 N aqueous hydrogen chloride, to pH 3-4, resulting in the 
formation of a white precipitate that was collected by filtration, washed with small portions 
of cold water and dried under vacuum (0.038 g, 37% yield over 2 steps): 'H NMR (DMSO- 
d 6 ) 5 13.05 (br s, 1H), 8.5 (s, 1H), 8.0 (d, 1H), 7.65 (d, 1H), 7.3 (m, 4H), 7.15 (m, 1H), 3.3 
5 (m, 2H), 3 . 1 (m, 2H); ES-MS (m/z) 29 1 [M+l ] + . 

EXAMPLE 181 

SYNTHESIS OF 5-{3-[3-(METHYLETHYL)PHENYL]-lH-MDAZOL-5-YL}-lH- 

1,2,4-TRIAZOLE 

10 

H 



15 




A. 5-i3-r3-(MethvlethvnDhenvll-lH-indazol-5-vn-lH-1.2.4-triazole 

The title compound was prepared as described in Example 184 B (60 mg, 
20 55% yield). 'H NMR (DMSO-dg) 6 14.3 (m, 1H), 13.4 (m, 1H), 8.68 (s, 1H), 8.6 (m, 1H), 
8.1 (m, 1H), 7.86 (s, 1H), 7.6-7.9 (m, 2H), 7.48 (t, 1H), 7.35 (d, 1H), 3.00 (septet, 1H), 
1.29 (d, 6H); ES-MS (m/z) 304 [M+l] + . 

EXAMPLE 182 

25 SYNTHESIS OF 4-(5-(lH-l,2,4-TRIAZOL-5-YL)-lH-INDAZOL-3-YL)PHENOL 
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was filtered through celite and acidified with 6 N HC1 to pH 4. The resulting precipitate was 
filtered and dried to afford the title compound (25 mg, 12% yield). 'H NMR (DMSO-d 6 ) 6 
13.88 (s, 1H), 8.90 (s, 1H), 8.10 (d, 1H), 7.83 (d, 1H), 7.73 (d, 2H), 7.54 (s, 1H), 7.34 (m, 
2H); ES-MS (m/z) 303 [M+l] + . 

5 

EXAMPLE 177 

SYNTHESIS OF 2-(5-(2H-l,2,3,4-TETRAZOL-5-YL)-lH-INDAZOL-3-YL)PHENOL 



10 




H 

15 

The compound of Example 161 (0.050 g, 0.17 mmol) was suspended in 1 mL 
of boron tribromide (1 .0 M commercial solution in dichloromethane). The reaction mixture 
was stirred at room temperature in a closed system for 4 days to achieve completion. The 
product was then collected by filtration and washed with small portions of dichloromethane. 
20 Trituration in a few mL of tetrahydrofuran and filtration did not afford satisfactory purity. 
Final purification by preparative HPLC (30-80% acetonitrile in water, 20 mm) afforded 3 mg 
of pure product. (6% yield): 'H NMR (DMSO-d 6 ) 8 13.6 (s, 1H), 10.3 (s, 1H), 8.7 (s, 1H), 
8.1 (d, 1H), 7.8 (t, 2H), 7.3 (t, 1H), 7.08-7.00 (m, 2H); ES-MS (m/z) 279 [M+l] + . 



25 EXAMPLE 1 78 

SYNTHESIS OF 3-(5-(2H-l,2,3,4-TETRAZOL-5-YL)-lH-INDAZOL-3-YL)PHENOL 



30 




OH 



The compound of Example 178 was prepared by deprotection of Example 
35 174 (0.100 g, 0.34 mmol), with 1.5 mL of boron tribromide (1.0 M commercial solution in 
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dichloromethane). The reaction mixture was stirred at room temperature in a closed system 
for 5 days. The product was then collected by filtration and washed with small portions of 
dichloromethane. Purification was achieved by preparative HPLC (30-80% acetonitrile in 
water, 20 min) to afford 71 mg of pure product (75% yield): 'H NMR (DMSO-d 6 ) 5 13.6 (br 
s, 1H), 9.7 (br s, 1H), 8.8 (s, 1H), 8.1 (d, 1H), 7.8 (d, 1H), 7.4 (m, 2H), 7.3 (t, 1H), 6.8 (dt, 
1H); ES-MS (m/z) 279 [M+lf . 

EXAMPLE 179 

SYNTHESIS OF 5-[3-(2-PHENYLETHYNYL)-lH-INDAZOL-5-YL]-lH-l,2,3,4- 

TETRAZOLE 



H 




The title compound (92 mg, 100% yield) was prepared as described in 
Example 170 A using 3-(2-phenylethynyl)-lH-indazole-5-carbonitrile (77.7 mg, 0.319 
mmol). 'H NMR (DMSO-d 6 ) 6 13.86 (s, 1H), 8.54 (s, 1H), 8.13 (d, 1H), 7.84 (d, 1H), 
7.75-7.69 (m, 2H), 7.52-7.45 (m, 3H); ES-MS (m/z) 287 [M+l ] + . 



30 



35 
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EXAMPLE 175 
SYNTHESIS OF 5-(3-(4-PYRTOYL)-m 



5 




H 



10 A. 1 -Perhvdro-2H-pvran-2-vl-3-f 4-pyridvlV 1 H-indazole-5-carbonitrile 

The title compound was prepared as described in Example 161, using 3- 
bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.350 g, 1.14 mmol), in 
ethylene glycol dimethyl ether (10 mL), 4-pyridyl boronic acid (0.210 g, 1.71 mmol), [l,l f - 
bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1 : 1) (0. 1 3 1 g, 0. 1 14 

15 mmol), and potassium phosphate (1.20 g, 5.7 mmol) (0.164 g, 47 % yield): ES-MS (m/z) 
306 [M+l] + . 

B. 5-(3-(4>Pvridvn-lH-indazol-5-vlV2H-K23,4-tetrazole 

The title compound was prepared from 1 -perhydro-2H-pyran-2-yl-3-(4- 

20 pyridyl)-lH-indazole-5-carbonitrile (0.164 g, 053 mmol), azidotributyl tin (0.357 g, 

0.295 mL, 1.07 mmol) in toluene (5mL) as described for the preparation of Example 167. 
Deprotection was effected by treating a methanol solution (5 mL) with 5 mL of 6.0 N 
aqueous solution of hydrogen chloride. The solvent was removed under reduced pressure 
and the crude was extracted into 10 mL of 2.0 N aqueous sodium hydroxide solution. 

25 Impurities were washed with ethyl acetate (3x 10 mL). The product was collected by 

filtration after addition of 6.0 N HC1 and was washed with small portions of water. Further 
purification was achieved by trituration in 2 mL of methanol and 2 mL of ethyl acetate 
(0.114 g, 0.43 mmol, 81.7% yield over 2 steps): 'H NMR (DMSO-d 6 ) 5 14.2 (d, 1H), 9.1 (s, 
1H), 8.8 (d, 2H), 8.3 (d, 2H), 8.2 (d, 1H), 7.9 (d, 1H); ES-MS (m/z) 264 [M+lf. 



35 
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EXAMPLE 176 
2-(5K2H-l,2,3,4-TETRAAZOL-5^ 



H 



5 




10 

A. 3-benzo [bl furan-2-vl- 1 -perhvdro-2H-pvran-2-vl- 1 H-indazole-5 -carbonitrile 

To a flask containing 3-bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
carbonitrile (400 mg, 1.30 mmol) in dimethyl glycol ether (15 mL) was added potassium 
phosphate (2.75 g), [l,r-bis(diphenylphosphino)-ferrocene]dichloropalladium (II), complex 

15 with dichloromethane (1:1) (106 mg, 0.130 mmol), and benzq[b]furan-2-boronic acid (315 
mg, 1.95 mmol). The reaction mixture was brought to 90°C under nitrogen conditions for 
1 8 hours. The mixture was condensed and extracted with water (25 mL) and ethyl acetate. 
The extracts were dried over sodium sulfate, filtered and concentrated. The residue was then 
purified by chromatography (Si0 2 , 20% ethyl acetate/hexanes) to afford the title compound 

20 (278 mg, 62%). ES-MS (m/z) 344[M+1]^. 

B. 3'benzorblfuran"2-vl-lH-indazole>5-carbonitrile 

To a flask containing 3 -benzo[b]fiiran-2-yl- 1 -perhydro-2H-pyran-2-yl- 1 H- 
indazole-5-carbonitrile (278 mg, 0.8 10 mmol) was added 6N HC1 (12mL) and methanol (12 
25 mL). The solution was brought to 60°C for 4 hours. The resulting precipitate was filtered 
and washed with water to provide the title compound (189 mg, 90%). ES-MS (m/z) 
260[M+1 f. 

C. 2-(5-f2H-L23A-tetrazol-5-^^ 

30 To a solution of 3 -b enzo [b] furan-2-yl~ 1 H-indazole-5 -carbonitrile (185 mg, 

0.713 mmol) in toluene (10 mL) was added tributyl tin azide (0.780 mL). The solution was 
brought to 1 10°C for 18 hours. The solution was cooled and toluene condensed to give an 
oil. Dioxane (3mL) and 6 N HC1 (3 mL) was added and the solution stirred for 3 hours at 
ambient temperature. The resulting precipitate was basified using 6 N HC1. The basic 

35 aqueous layer was washed with hexanes and ethyl acetate. The aqueous hydroxide solution 
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0.495 mmol) to provide the title compound (83.7 mg, 58.1% yield): ES-MS (m/z) 292 
[M+l] + . 



10 



C. 



l-(5-(11f-1.2.3.4-Tetraazol-5 -vlVlH-iTidazole-3-vm-4-f2-methvlpropoxv')beri2ene 
The title compound was prepared as described in Example 170.A using 3-[4- 
5 (2-methylpropoxy)phenyl]-lH-indazole-5-carbonitrile (83.7 mg, 0.287 mmol) to provide 
the title compound (58.2 mg, 60.6% yield): 'H NMR (DMSO-d 6 ) 6 13.47 (s, 1H), 8.78 (s, 
1H), 8.14 (d, 1H), 7.99 (d, 2H), 7.78 (d, 1H), 7.16 (d, 2H), 3.82 (d, 2H), 2.06 (m, 1H), 1.02 
(d, 6H); ES-MS (m/z) 33S [M+l] + . 

EXAMPLE 1 73 

SYNTHESIS OF 5-[3-(4-CHLOROPHENYL)-lH-INDAZOL-5-YL]-2H-l,2,3,4- 

TETRAZOLE 



15 



20 




A - 3-(4-Chlorophenvn-l-p erhvdro-2H-pvran-2-vl-lH-indazole-5-carbonitri1e 

The title compound was prepared as described in Example 161, using 3- 
25 bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.400 g, 1.30 mmol), in 
ethylene glycol dimethyl ether (10 mL), 4-chlorophenyl boronic acid (0.306 g, 1.96 mmol), 
[l,r-bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) (0.150 g, 0.130 
mmol), and potassium phosphate (1.38g, 6.5 mmol): (0.351 g, 80 % yield): ES-MS (m/z) 
338 [M+l] + . 

30 

B- 5-r3-r4-ChlorophenvlV1H-indazol-5-vn-2H-1.2.3.4-tetra7.nlR 

The title compound was prepared from 3-(4-chlorophenyl)-l-perhydro-2H- 
pyran-2-yl-lH-indazole-5-carbonitrile (0.35 1 g, 1.04 mmol), azidotributyl tin (0.351 g, 
0.627 mL, 2.29 mmol) in toluene (10 mL) as described for the preparation of compound 
35 167. Deprotection was effected by treating a dioxane solution (5 mL) with 5 mL of 6.0N 

t 
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aqueous solution of hydrogen chloride. Half of the solid obtained upon completion of the 
reaction was purified by preparatory HPLC (0.054 g, 0.18 mmol, 35% yield over 2 steps) l H 
NMR (DMSO-d 6 ) 13.7 (s, 1H), 8.8 (s, 1H), 8.1 (t, 3H), 7.8 (d, 1H), 7.6 (t, 2H); ES-MS 
(m/z) 297 [M+l] + . 

EXAMPLE 174 
SYNTHESIS OF l-(5-(2H-l,2,3,4-TETRAZOL-5-^ 

METHOXYBENZENE 



10 




15 

A. 3-(3-MethoxyphenvlVl-perhvdro^ 

The title compound was prepared as described in Example 161, using 3- 
bromo- 1 -perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.350 g, 1.14 mmol),, in 
ethylene glycol dimethyl ether (10 mL), 3-methoxy phenyl boronic acid (0.260 g, 1.71 
20 mmol), [l,l*-bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) (0.131 
g, 0. 1 14 mmol), and potassium phosphate (1.20 g, 5.7 mmol): (0.333 g, 87 % yield): ES-MS 
(m/z) 334 [M+l] + . 

B. M5-(2H-1.23.4-Tetra^ 

25 - The title compound was prepared from 3-(3-methoxyphenyl)-l-perhydro-2H- 

pyran-2-yl-lH-indazole-5-carbonitrile (0.333 g, LOO mmol), azidotributyl tin (0.664 g, 0.548 
mL, 2.0 mmol) in toluene (10 mL) as described for the preparation of Example 167. 
Deprotection was effected by treating a dioxane solution (5 mL) with 5 mL of 6.0 N 
aqueous solution of hydrogen chloride. The solvent was removed under reduced pressure 

30 and the crude was extracted into 10 mL of 2.0 N aqueous sodium hydroxide solution. 
Impurities were washed with ethyl acetate (3x10 mL). The product was collected by 
filtration after addition of 6.0 N HC1 and was washed with small portions of water (0.092 g, 
0.18 mmol, 31.5% yield over 2 steps): *H NMR (DMSO-d 6 ) 5 13.6 (br s, 1H), 8.8 (s, 1H), 
8.1 (d, 1H), 7.8 (d, 1H), 7.6 (d, 1H), 7.48-7.55 (m, 3H), 7.0 (dd, 1H), 3.9 (s, 3H); ES-MS 

35 (m/z) 293 [M+l] + . 
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EXAMPLE 170 

SYNTHESIS OF 5-(3-(2-NAPHTHYL)-lH-INDAZOL-5-YL)-lH-l, 2,3,4- 

TETRAZOLE 




10 



A. 5-(3-f2-naD hthvD-lH-indazol-5-vlVlH-1.2.3.4-tetra7.n1e 

A mixture of 3-(2-naphmyl)-lH-mdazole-5-carbonitrile (105 mg, 0.390 
mmol), azidotributyltin (Bu 3 SnN 3 , 710 mg, 2.14 mmol, 5.49 equiv.), and 4.1 mL4oluene was 
refluxed for 49.5 h and concentrated to an oil. The oil was stirred in 31 mL dioxane and 31 

15 mL 6.0 N aq HC1 at room temperature for 4 h. The mixture was partitioned between 6.0 N 
aq. NaOH and hexanes, and the layers separated. The aqueous layer was extracted with 
hexanes, and 2 x EtOAc, and then filtered. The aqueous layer was acidified to pH ca. 4.0 
with 6.0 N aq. HC1. The resulting precipitate was either collected by filtration and dried in a 
vacuum oven, or extracted with EtOAc, dried (Na^O^, filtered and concentrated to afford 

20 the title compound (78.4 mg, 64.3% yield): *H NMR (DMSO-d*) 6 13.70 (s, 1H), 8.92 (s, 
1H), 8.60 (s, 1H), 8.17 (d, 1H), 8.15-8.00 (m, 3H), 7.94 (d, 1H), 7.85 (d, 1H), 7.63- 
7.58 (m, 2H); ES-MS (m/z) 313 [M+l] + . 



25 



EXAMPLE 171 

SYNTHESIS OF l-(5-(lH-l,2,3,4-TETRAAZOL-5-YL)(lH-INDAZOL-3-YL))-4- 

METHOXYBENZENE 



30 




35 



i 
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A - l-(5-riH-1.23.4-Tetr aazol-5-v1VlH-iiidazn1-3-v1^-4-methoxvbeiizene 

The title compound (92.6 mg 72.3% yield) was prepared as described in 
Example 170 A using 3-(4-methoxyphenyl)-lH-indazole-5-carbonitrile (109 mg, 0.437 
mmol). 'H NMR (DMSO-d 6 ) 6 13.42 (s, 1H), 8.73 (s, 1H), 8.10 (d, 1H), 7.98 (d, 2H), .7.73 
5 (d, 1H), 7. 1 8 (d, 2H), 3.85 (s, 3H); ES-MS (m/z) 293 [M+l] + . 

EXAMPLE 1 72 

SYNTHESIS OF l-(5-(lH-l,2,3,4-TETRAAZOL-5-YL)(lH-INDAZOL-3-YL))-4-(2- 

METHYLPROPOXY)BENZENE 

10 



15 




20 A - 344-(2-MethvlDropoxv >ohenvl1-l-perhvdro-2H-pvran-2-v1-lH-indazo1e-5- 

carbonitrile 

A mixture of 3-(4-hydroxyphenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
carbonitrile (219 mg, 0.686 mmol), potassium carbonate (K 2 C0 3 , 568 mg, 4.12 mmol, 6.00 
equiv.), 2.00 mL of dimethylformamide (DMF), and l-bromo-2-methylpropane (Aldrich, 

25 300 mg, 2.1 8 mmol, 3.20 equiv.) were stirred at room temperature for 2 h, and then heated 
at 40 °C for 22 h. Additional potassium carbonate (568 mg, 4.12 mmol, 6.00 equiv.), and 1- 
bromo-2-methylpropane (Aldrich, 300 mg, 2.18 mmol, 3.20 equiv.) were added, and 
heating continued for another 28 h. The mixture was diluted with EtOAc, washed with 2 x 
sat. aq. NaHC0 3 , 2 x sat. aq. NaCl, and dried (Na 2 S0 4 ). Purification by silica gel 

30 chromatography using 20% EtOAc in hexanes afforded the title compound (190 mg, 73.6% 
yield): ES-MS (m/z) 376 [M+l] + . 



B - 3-r4-f 2-M ethvlpropoxvtohenvl]- 1 H-indazole-5-carbonitri 1 e 

The title compound was prepared as described in Example 149 E using 3-[4- 
35 (2-methylpropoxy)phenyl]-l-perhydro-2H-pyran-2-yl-lH-mdazole-5-carbomtrile (186 mg, 
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EXAMPLE 1 68 

SYNTHESIS OF 5-(5-(lH-l,2,3,4-TETRAAZOL-5-YL)-lH-INDAZOL-3-YL)-2H- 

BENZO[D] 1 ,3-DIOXOLENE 



10 



A. 




3-(2H-Ben2or<ni.3-di oxolen-5-vn-l-t)erhvdro-2H-pvraii-2-vl-lH-indazole-5- 
carbonitrile 

The title compound (1.45 g, 63% yield) was prepared as described in Example 149 D 
using 3,4-(methylenedioxy)phenylboronic acid (1.64 g, 9.91 mmol). ES-MS (m/z) 348 
15 [M+l] + . 



B - 3-r2H-ben2 ord11.3-dioxolen-5-vlVlH-indazole-5-carbonitri1e 

The title compound (790 mg, 78% yield) was prepared as described in Example 149 
E using 3-(2H-benzo[d] 1 ,3-dioxolen-5-yl)-l -perhydro-2H-pyran-2-yl-lH-indazole-5- 
20 carbonitrile (1 .33 g, 3.83 mmol). ES-MS (m/z) 264 [M+l] + . 



C. 



5-(5-riH-1.2.3.4-Tetra azol-5-vn-lH-indazol-3-vn-2H-benzord11.3-dioxo1ene 
The title compound (360 mg, 41% yield) was prepared as described in Example 170 
A using 3-(2H-benzo[d]l,3-dioxolen-5-yl)-lH-indazole-5-carbonitrile (750 mg, 2.85 mmol). 
25 'H NMR (DMSO-d 6 ) 6 13.50 (s, 1H), 8.72 (s, 1H), 8.09 (d, 1H), 7.78 (d, 1H), 7.58-7.52 
(m, 2H), 7.13 (d, 1H), 6.13 (s, 2H); ES-MS (m/z) 307 
[M+l] + . 



30 



35 



- 153- 



► 0210137A3JA> 



WO 02/OW I J" PCT/US01/23890 



EXAMPLE 169 

SYNTHESIS OF 3-(5-(2H-l 3 2,3,4-TETRAZOL-5-YL)-lH-INDAZOL-3- 

YL)THIOPHENE 




10 

A. l-Perhvdro-aH-pvran^- vl-S-O-thienvn-lH-iiidazole-S-carbonitrile 

The title compound (0.233 g, 38 % yield) was prepared as described in 
Example 161, using 3-bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.400 
g, 1.30 mmol), in ethylene glycol dimethyl ether (10 mL), 3-thiophene boronic acid (0.251 g, 
15 L96 mmol), [1 J*-bis(diphenylphosphino>ferrocene] complex with dichloromethane (1:1) 
(0.150 g, 0.130 mmol), and potassium phosphate (1.38 g, 6.5 mmol): ES-MS (m/z) 310 
[M+l] + . 

B. 3-r 5-f2H- 1 ^.S^-Tetrazol-S-vn-lH-indazol-S-vnthiophene 

20 The title compound was prepared from 1 -perhydro-2H-pyran-2-yl-3-(3- 

thienyl)-lH-indazole-5-carbonitrile (0.233 g, 0.75 mmol), azidotributyl tin (0.375 g, 0.3 10 
mL, 1.13 mmol) in toluene (10 mL) as described for the preparation of Example 167. 
Deprotection was effected by treating a dioxane solution (5 mL) with 5 mL of 6.0N 
aqueous solution of hydrogen chloride. The solid obtained upon completion of the reaction 

25 was partially dissolved in 3 mL of tetrahydrofuran and was precipitated out by adding 20 mL 
of hexanes (0.10S g, 0.85 mmol, 79% yield over 2 steps): 'H NMR (DMSO-d 6 ) 8 13.5 (br s, 
1H), 8.8 (s, 1H), 8.2 (t, 1H), 8.1 (dd, 1H), 7.8-7.7 (m, 3H); ES-MS (m/z) 269 [M+l] + . 



30 
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(0.744 g, 0.689 mL, 2.33 mmol) in toluene (10 mL) as described for the preparation of 
compound 167. Deprotection was effected by treating a dioxane solution (5 mL) with 5 mL 
of 6.0 N aqueous solution of hydrogen chloride. The solid obtained upon completion of the 
reaction was partially dissolved in 2.0 N aqueous sodium hydroxide and was extracted in 
5 ethyl acetate (4x15 mL). (0.260 g, 0.85 mmol, 80% yield over 2 steps): 'H NMR (DMSO- 
d 6 ) 5 13.5 (br s,lH), 8.7 (s, 1H), 8.1 (d, 1H), 7.9 (d, 2H), 7.8 (d, 1H), 7.4 (d, 2H), 3.0 
(septet, 1H), 1.3 (d, 6H); ES-MS (m/z) 305 [M+l] + . 

EXAMPLE 166 

1° SYNTHESIS OF 2-(5-(2H-l,2,3,4-TETRAZOL-5-YL)-lH-INDAZOL-3-YL)FURAN 



15 




A. 3-('2-Furyl>-l -perhvdro-2H-pvran-2-vl- 1 H-indazole-5-carbonitrile 

The title compound was prepared as described in Example 161, using 3- 
20 bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.300 g, 0.98 mmol), in 
ethylene glycol dimethyl ether (10 mL), 2-furan boronic acid (0.164 g, 1.46 mmol), [1,1- 
bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) (0.1 13 g, 0.098 
mmol), and potassium phosphate (1.03 g, 4.9 mmol) (0.198 g, 69 % yield): ES-MS (m/z) 
294 [M+l] + . 

25 

B. 2-r5-(2H-1.23.4-Tetrazol-5-vlVlH-mdazoleO-vnfuran 

The title compound was prepared from 3-(2-furyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carbonitrile (0.095 g, 0307 mmol), azidotributyl tin (0.245 g, 0.202 mL, 
0.74 mmol) in toluene (8 mL) as described for the preparation of compound 167. 
30 Deprotection was effected by treating a dioxane solution (5 mL) with 8 mL of 4.0N solution 
of hydrogen chloride in 1,4-dioxane. The compound was purified by preparative HPLC (10- 
100% acetonitrile in H 2 0, 20 min) (0.008 g, 0.032 mmol, 4.7% yield over 2 steps): 'H NMR 
(DMSO-d 6 ) 5 13.6 (br s, 1H), 8.8 (s, 1H), 8.1 (d, 1H), 7.9 (d, 1H), 7.8 (d, 1H), 7.1 (d, 1H), 
6.7 (dd, 1H); ES-MS (m/z) 253 [M+l] + . 

35 
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EXAMPLE 167 

SYNTHESIS OF 3-(5-(2H-l,2,3,4-TETRAZOL-5-YL)-lH-INDAZOL-3- 

YL)PHENYLAMINE 



10 



A. 




3-(3-Aminophenvn-l-peThvdro-2H- pvran-2-vl-1H-inda2ole-5-carbonitrile 

The title compound was prepared as described in Example 161, using 3- 
bromo-l-perhydK)-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.300 g, 0.98 mmol), in 
ethylene glycol dimethyl ether (10 mL), 3-aminophenyl boronic acid (0.227 g, 1.46 mmol), 
15 [1,1 , -bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1 : 1 ) (0. 1 1 3 g, 
0.098 mmol), and potassium phosphate (1.03 g, 4.9 mmol): (0.273 g, 87 % yield): ES-MS 
(m/z)319[M+l] + . 



B - 3-(5-(2H-1.2.3.4-Tetrazol -5-vn-lH-indazole-3-vnnhenvlamine 
0 The titl e compound was prepared from 3-(3-aminophenyl)-l -perhydro-2H- 

pyran-2-yl-lH-indazole-5-carbonitrile (0.273 g, 0.86 mmol), azidotributyl tin (0.314 g, 0.260 
mL, 0.95 mmol) in toluene (10 mL). The reaction mixture was heated to reflux temperature 
for 12 hours resulting in partial conversion to the desired product along with partially and 
fully deprotected final products. An additional amount of azidotributyl tin was added (0.260 

25 mL) and the reaction was heated to reflux temperature for 18 hours. Toluene was removed 
under reduced pressure and the crude was dissolved in 5 mL of 1,4-dioxane, 5 mL of 6.0 N 
aqueous hydrogen chloride, and 2 mL of methanol. The reaction was then heated to 60°C 
for 2 days. The reaction was concentrated under reduced pressure and the pH was made 
basic by adding 2.0 N aqueous NaOH. The aqueous phase was washed with ethyl acetate (3 

30 x 1 0 mL). The aqueous phase was then acidified using 6.0 N aqueous hydrogen chloride. 
The compound was filtered and purified by preparative HPLC (10-100% acetonitrile in H,0 
20 min) (0.050 g, 0.18 mmol, 21% yield over 2 steps): 'H NMR (DMSO-d 6 ) 5 13.8 (br s, 
1H), 8.9 (s, 1H), 8.1 (d, 1H), 8.0 (d, 2H), 7.8 (d, 1H), 7.6 (t, 1H), 7.3 (d, 1H); ES-MS (m/z) 
278 [M+l] + . 

35 
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ethylene glycol dimethyl ether (10 mL), 3-pyridyl boronic acid (0.301 g, 2.5 mmol), [1,1'- 
bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) (0.188 g, 0.163 
mmol), and potassium phosphate (1.72 g, 8.15 mmol) (0.304 g, 61 % yield): ES-MS (m/z) 
305 [M+l] + . 

5 

B. 3 -(3-PvridvlV 1 H-indazole-5-carbonitrile 

The title compound was prepared by hydrolyzing l-perhydro-2H-pyran-2-yl 
3-(3-pyridyl)-lH-indazole-5-carbonitrile (0.147 g, 0.48 mmol) in a mixture of 5 mL of 
tetrahydrofuran and 5 mL of aqueous hydrogen chloride (6.0N) at room temperature for 
10 12 hours, and reflux temperature for 6 hours. The compound was successfully purified by 
column chromatography (Si0 2 , 50% ethyl acetate in hexanes). (0.068 g, 64.5% yield)- ES- 
MS (m/z) 221 [M+l] + . 

C. 5-r3-(3-Pvridvn-lH-indazole-5-vn-2H-0.3.4-tetrazole 

1 5 The title compound was prepared from 3-(3-pyridyl)- lH-indazole-5- 

carbonitrile (0.068 g, 0.031 mmol), azidotributyl tin (0.1 16 g, 0.096 mL, 0.32 mmol) in 
toluene (10 mL). The product was isolated using the procedure described for Example 161 
(0.009 g, 0.04 mmol, 12.5% yield): 'H NMR (DMSO-d 6 ) 6 14.0 (br s, 1H), 9.2 (d, 1H), 8.8 
(s, 1H), 8.7 (d, 1H), 8.5 (d, 1H), 7.83-7.78 (m, 2H), 7.76-7.64 (m, 1H); ES-MS (m/z) 264 

20 [M+l] + . 

EXAMPLE 164 

SYNTHESIS OF 2-(5-(2H-l,2,3,4-TETRAZOL-5-YL)-lH-INDAZOL-3-YL) 

THIOPHENE 

25 




30 

A. l-Perhvdro-2H-pvran-2-vl-3-f2-thienvlVlH-indazole-5-carbonitrile 

The title compound was prepared as described in Example 161, using 3- 
bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.300 g, 0.98 mmol), in 
ethylene glycol dimethyl ether (10 mL), 2-thiophene boronic acid (0.188 g, 1.46 mmol), 
35 [l,l'-bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) (0.1 13 g, 0.098 
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mmol), and potassium phosphate (1.03 g,4.9 mmol) (0.097 g, 32 % yield): ES-MS (m/z) 
310[M+1] + . 

B. 2-f5-(2H-1.2.3.4-Tetrazo-5-vlVlH-indazol-3-vnthiophene 
5 The title compound was prepared from l-perhydro-2H-pyran-2-yl-3-(2- 

thienyl)-lH-indazole-5-carbonitrile (0.095 g, 0.307 mmol), azidotributyl tin (0.1 12 g, 0.093 

mL, 0.338 mmol) in toluene (10 mL) as described for the preparation of Example 167. 

Deprotection was effected by treating a dioxane solution (5 mL) with 8 mL of 4.0 N solution 

of hydrogen chloride in 1,4-dioxane. The compound was purified by preparative HPLC (10- 
10 100% acetonitrile in H 2 0, 20 min) (0.004 g, 0.015 mmol, 5% yield over 2 steps): 'H NMR 

(DMSO-d 6 ) 6 13.5 (s, 1H), 8.8 (s, 1H), 8.1 (d, 1H), 7.8 (m, 2H), 7.6 (d, 1H), 7.2 (t, 1H); 

ES-MS (m/z) 269 [M+l] + . 

EXAMPLE 165 

15 SYNTHESIS OF 5-{3-[4-(METHYLETHYL)PHENYL]-lH-INDAZOL-5- 

YL}-2H-l,2,3,4-TETRAZOLE 



20 




H 



25 a. 3-r4-(MethvlemvDphenvll-l-perhvdro-2H-pvran-2-vl-lH-indazole-5-carbonitrile 

The title compound was prepared as described in Example 161, using 3- 
bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.400 g, 1.30 mmol), in 
ethylene glycol dimethyl ether (10 mL), 4-isopropyl phenyl boronic acid (0.321 g, 
1.96 mmol), [l,l'-bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) 

30 (0.150 g, 0.130 mmol), and potassium phosphate (1.38 g, 6.5 mmol): (0.364 g, 81 % yield): 
ES-MS (m/z) 346 [M+l] + . 

B. 5-i3-r4-(MethvlethvDphenvll-lH-indazol-5-vU-2H-1.2.3.4-tetrazole 

The title compound was prepared from 3-[4-(methylethyl)phenyl]-l- 
35 perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.095 g, 0.307 mmol), azidotributyl tin 
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F- 3-(2-Metho xvDhenvn-lH-inda2ole-5-carbonitrile 

3-(2-Methoxyphenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile 
(0.539 g, 2.17 mmol) was dissolved in 10 mL of tetrahydrofuran. Aqueous hydrogen 
chloride (10 mL, 6.0N) was added and the reaction mixture was stirred at room temperature 
5 for 12 hours, then reflux temperature for 7 hours. The pH of the reaction was neutralized 
using saturated sodium bicarbonate and the crude was extracted with ethyl acetate (3x15 
mL). Attempt to purify the crude by column chromatography was unsuccessful: ES-MS 
(m/z) 250 [M+l] + . 

10 G. l-(5-(2H-1.2.3.4-Tetrazo1-5 -vlVlH-indazol-3-vnV2-Tnethoxvbenzene 

To a solution of 3-(2-methoxyphenyl)-lH-indazole-5-carbonitrile in toluene 
(20 mL) was added azidotributyl tin (0.716 g, 0.591 mL, 2.156 mmol). The reaction mixture 
was heated to reflux temperature for 18 hours. The solvent was removed under reduced 
pressure with no heat. The resulting oil was dissolved in tetrahydrofuran (2 mL) and toluene 

1 5 was added (20 mL). Hydrogen chloride was bubbled through the solution for 15 min, which 
resulted in the precipitation of a white solid. The product was collected by filtration after 
cooling to 0°C and was washed with 5 mL portions of toluene. The impure solid was 
dissolved in 5 mL of aqueous sodium hydroxide (2.0 N) and the aqueous phase was washed 
with ethyl acetate. The product was precipitated out of the aqueous phase by bubbling 

20 hydrogen chloride gas. The solid was collected by filtration and washed with small portions 
of water. The product was isolated as an off-white solid after drying in a vacuum oven 
(0.1 10 g, 0.377 mmol, 20% over 2 steps): 'H NMR (DMSO-dg) 5 13.5 (br s, 1H), 8.4 (s, 
1H), 8.0 (d, 1H), 7.7 (d, 1H), 7.5 (d, 1H), 7.4 (t, 1H), 7.2 (d, 1H), 7.1 (t, 1H), 3.8 (s, 3H); 
ES-MS (m/z) 293 [M+l] + . 



25 



EXAMPLE 1 62 

SYNTHESIS OF 5-[3-((l E)-2-PHENYLVESFYL)- 1 H-IND AZOLE- 

5YL]-2H-l,2,3,4-TETRAZOLE 



30 
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A. 



3-(fl E)-2-Phenv1vinvlVl-perhvH ro-2H-nvran-2-vl-lH-inda7 : ole-5-carbor.itri1P 
The title compound was prepared as described in Example 161, using 3- 
bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.300 g, 0.98 mmol), in 
ethylene glycol dimethyl ether (10 mL), trans-phenylethenyl boronic acid (0.217 g, 
1.47 mmol), [l,l'-bis(diphenylphosphino)-ferrocene] complex with dichioromethane (1:1) 
(0.1 13 g, 0.098 mmol), and potassium phosphate (1.04 g, 4.9 mmol) (0.268 g, 83 % yield): 
ES-MS (m/z) 330 [M+l] + . 



10 



15 



B. 



3-r(lEV2-Phenvlvinv1) -lH-inda7:nle-5-carbonitri1e 

The title compound was prepared by hydrolyzing 3-((lE)-2-phenylvinyl)-l- 
perhy<lro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.268 g, 0.815 mmol) in a mixture of 6 
mL of tetrahydrofuran and 6 mL of aqueous hydrogen chloride (6.0 N) at room temperature 
for 12 hours, and reflux temperature for 6 hours. The compound was used without further 
purification. ES-MS (m/z) 246 [M+l] + . 



C. 



5-r3-((lE)-2-Phenvlvinvn-l H-indayn1-S- v n-2H-l .2.3.4-tfitr a7 r,l» 

The title compound was prepared from 3-((lE)-2-phenylvinyl)-lH-indazole- 
5-carbonitrile 0.815 mmol, theoretical yield), azidotributyl tin (0.358 g, 0.295 mL, 1.078 
mmol) in toluene (10 mL). The product was isolated using the procedure described for 
20 compound 161 (0.057 g, 0.198 mmol, 20% over 2 steps): >H NMR (DMSO-d 6 ) 13.5 (br s, 
1H), 8.9 (s, 1H), 8.0 (d, 1H), 7.7 (d, 3H), 7.6 (s, 2H), 7.4 (t, 1H), 7.3 (t, 1H); ES-MS (m/z) 
289 [M+l] + . 



25 



EXAMPLE 1 63 

SYNTHESIS OF 5-(3-(3-PYRIDYL)-lH-INDAZOL-5-YL)-2H-l,2,3,4- 

TETRAZOLE 



30 



A. 




1 -Perhvdro-2H-pvran-2-vl-^-r 3- P vridvlVl H-indazole-5-r. a rhnnitnl ft 

The title compound was prepared as described in Example 161, using 3- 
35 bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.500 g, 1.63 mmol), in 
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EXAMPLE 161 

SYNTHESIS OF 1^5-(2H-1^3,4-TETRA20I^5-YL)(lH-INDAZOL-3-YL))-2- 

METHOXYBENZENE 




10 

A. 4-Fluoro-3-formvlbenzenecarbonitrile 

Lithium diisopropyl amide (LDA) (22 mL, 49.56 mmol, 2.0 N commercial 
solution in heptanes) was added to tetrahydrofuran (50 mL), cooled to 78 °C and under 
nitrogen. 4-Fluorobenzonitrile was weighed out (5.0 g, 41.3 mmol), placed under nitrogen 

15 and dissolved in 25 mL of dry tetrahydrofuran. This solution was added dropwise to the 
solution of LDA. The resulting solution was stirred at -78 °C for one hour before quenching 
with 4 mL of dimcthylformamide. The temperature was maintained for 10 min before adding 
8 mL of acetic acid and 20 mL of distilled water. The crude product was extracted with ethyl 
acetate. Purification by column chromatography (Si0 2 , 20% ethyl acetate in hexanes) 

20 afforded 4.6 g of pure product as a white solid (74.6% yield). 

A second batch of the title compound (3.5 g, 56.8 % yield) was prepared 20 
using 5 g of benzonitrile (41.3 mmol): ! H NMR (CDC1 3 ) 5 10.3 (s, 1H), 8.21 (dd, 1H), 7.91 
(d of q, 1H), 7.35 (t, 1H); ES-MS M+ was not detected. 

B. lH-Indazolc-5-carbonitrile 

4-Fluoro-3-formylbenzenecarbonitrile (4.6 g, 30.85 mmol) was suspended in 
20 mL of hydrazine mono-hydrate and the reaction mixture was stirred at room temperature 
for 48 hours. The title compound was isolated by filtration as a white solid, was washed with 
small portions of distilled water, and was dried in a vacuum (3.6 g, 81% yield). 

The same protocol was used to convert 3.5 g of 4-fluoro-3- 
formylbenzenecarbonitrile to the title compound and resulted in the isolation of 1 .9 g of 
white solid (80% yield): «H NMR (CDC1 3 ) 5 10.45 (br s, 1H), 8.20 (d, 1H), 8.19 (d, 1H), 7.6 
(s, 1H); ES-MS 250 [M+l] + . 

35 



30 



- 145 - 



► 0210137A3JA> 



WO 02/0 10137 PCT/US01/23890 

C. 3-Bromo- 1 H-indazole-5-carbonitrile 

lH-Indazole-5-carbonitrile (5.3 g, 36.8 mmol) was dissolved in methanol 
(60 mL) and aqueous sodium hydroxide (30 mL). Bromine (7.07 g, 44.4 mmol) in solution 
in 2.0 N aqueous sodium hydroxide (30 mL) was added with a disposable pipet. The reaction 

5 mixture was then heated to 40 °C for 1 .5 hours. The reaction was cooled to room 

temperature and acidified with 6.0 N aqueous hydrochloric acid. The resulting solid was 
collected by filtration and washed 3 times with 20-mL portions of water. The solid was dried 
under vacuum for 1 day. The solid was used without further purification. (7.54 g, 92% 
yield): ! H NMR (CDC1 3 ) 5 13.3 (br s, 1H), 8.0 (s, 1H), 7.5 (s, 2H); ES-MS (m/z) 224 

10 [M+l] + . 



D. 3"Bromo-l-perhvdro-2H-pwan-2-vl-lH-indazole-5-carbonitrile 

3 -Bromo- 1 H-indazole-5 -carbonitrile (7.0 g, 31.5 mmol) was dissolved in 
tetrahydrofuran (120 mL). Dihydropyran was added as a solid (7.96 g, 94.6 mmol), 

15 followed by />-toluene sulfonic acid (1.80 g, 9.45 mmol). The reaction mixture was stirred at 
reflux temperature for 8 hours. The reaction was cooled to room temperature. The crude 
reaction mixture was partitioned between sodium bicarbonate and ethyl acetate. The organic 
extracts were dried over Na^C^ and evaporated to dryness. The resulting oil was purified by : 
column chromatography (Si0 2 , 20% ethyl acetate in hexanes). Traces of residual impurities 

20 could be removed by trituration of the product in diethyl ether and hexanes. (6.230 g, 57% 
yield) 'H NMR CDC1 3 ) 6 8.0 (s, 1H), 7.6 (dd, 2H), S.7 (dd, 1H), 4.0 (m, 1H), 3.7 (s, 1H), 
2.4 (m, 1H), 2.1 (m, 2H), 1.7 (m, 3H); ES-MS (m/z) 306 [M+lf. 

E. 3-(2-Methoxvphenviyi-perhvdro-2H^^ 

~ J To a solution of 3-bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 

carbonitrile (0.600 g, 1.96 mmol), in ethylene glycol dimethyl ether (20 mL) was added 2- 
methoxyphenyl boronic acid (0.447 g, 2.94 mmol), [l,r-bis(diphenylphosphino)-ferrocene] 
complex with dichloromethane (1:1) (0.226 g, 0.196 mmol) and potassium phosphate 
(2.07 g, 9.8 mmol). The reaction mixture was heated to reflux temperature for 12 hours. The 

20 solvent was then evaporated to dryness and the residue was dissolved in 20 mL of ethyl 
acetate. The heterogeneous solution was washed 3 times with 10 mL of water and once with 
10 mL of brine. The organic layer was dried over Na^CX; and evaporated to dryness. The 
resulting brown solid was adsorbed on silica gel and purified by column chromatography 
(85:15 hexanes/ethyl acetate) to provide the title compound (0.539 g, 82.5 % yield): ES-MS 

35 (m/z) 334 [M+l]\ 
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EXAMPLE 159 

SYNTHESIS OF 3-(2-PHENYLETHYNYL)-lH-INDAZOLE-5-CARBOXAMIDE 



5 




10 A. 1 -Perhvdro-2H-p\Tan-2-vl-3-f2-phenvlethvnvTVlH-indazole-5-caAonitrile 

A mixture of 3 -brorao- 1 -perhydro-2H-pyran-2-yl- 1 H-indazole-5 -carbonitrile 
(400 mg, 1.31 mmol), 10.0 mL of acetonitrile (CH 3 CN), diisopropylethylamine (172 mg, 
1.33 mmol, 1.01 equiv.), dichlorobis(triphenylphosphine)palladium(n) [(Ph 3 )P 2 PdCl2, 0.0187 
mmol, 0.0143 equiv.), copper (T) iodide (Cul, 13.1 mg, 0.0688 mmol, 0.0525 equiv.), and 

15 phenylacetylene (147 mg, 1.44 mmol, 1.10 equiv.) were refluxed for 3 h and concentrated. 
Purification by silica gel chromatography using 20-30% EtOAc in hexanes afforded the title 
compound (327 mg, 76.2% yield): ES-MS (m/z) 328 [M+l] + . 

B. 3 -(2-PhenvlethvnvlV 1 H-indazole-5-carbonitrile . . 

20 The title compound (77.7 mg, 32.0% yield) was prepared as described in 

Example 149 E using l-perhydro-2H-pyran-2-yl-3-(2-phenylethynyl)-lH-indazole-5- 
carbonitrile (327 mg, 0.999 mmol). ES-MS (m/z) 244 [M+l] + . 



C. 3-(2-PhenvlethvnvlMH-indazole-5-carboxamide 

The title compound (73.8 mg, 69.0% yield) was prepared as described in 
Example 149 F using 3-(2-15 phenylethynyl)-lH-indazole-5-carbonitrile (99.4 mg, 0.409 
mmol). 'H NMR (DMSO-d 6 ) 6 13.72 (s, 1H), 8.43 (br, 1H), 8.19 (br s, 1H), 7.95 (d, 1H), 
7.75-7.62 (m, 3H), 7.51-7.45 (m, 3H), 7.41 (br, 1H); ES-MS (m/z) 262 [M+l] + . 



30 
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EXAMPLE 1 60 
SYNTHESIS OF 3-{4-[2-(DEVffiTHYLAM^ 

C ARB OXAMIDE 



10 




CH 3 



A - 3-{4-r2-(Dimethvlamino ')ethoxv1phenvn-lH-indazole-5-carhmcamiHft 

A mixture of 3-(4-hydroxyphenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
15 carbonitrile (400 mg, 1.25 mmol), triphenylphospbine (Ph 3 P, 656 mg, 2.50 mmol, 2.00 

equiv.), 4.00 mL EtOAc, N,N-dimethylemanolamine (223 mg, 2.50 mmol, 2.00 equiv.), and 
diethyl azodicarboxylate (DEAD, 436 mg, 2.50 mmol, 2.00 equiv.) Was stirred at room 
temperature for 24 h. The mixture was diluted with EtOAc and washed with 6.0 N aq. Ha. 
The aqueous layer was extracted with 3 x EtOAc and then added to enough 6.0 N aq. NaOH 
20 so that the final pH = 14.0. This mixture was extracted with 3 x EtOAc, and the combined 
organics were dried (Na^O,), filtered, and concentrated. To the crude residue was added 
6.00 mL of concentrated aq. HC1. The mixture was heated at 45 °C for 1.25 h. This mixture 
was then added to 25 mL of 6.0 N aq. NaOH that was stirred and cooled on a water bath. 
The mixture was extracted with 2 x EtOAc, and the combined organics dried (NajSO^. 
25 Purification by silica gel chromatography using 0.5% triethylamine (TEA) in CH 2 C1 2 

containing 5-15% MeOH as eluent afforded the title compound (86.6 mg, 21.4% yield): 'H 
NMP. (DMSO-d 6 ) 6 13.34 (br s, 1H), 8.59 (s, 1H), 8.17 (br s, 1H), 8.00-7.85 (m, 3H), 7.58 
(d, 2H), 7.35 (br s, 1H), 7.10 (d, 2H), 4.13 (t, 2H), 2.66 (t, 2H), 2.24 (s, 6H); ES- 
MS (m/z) 325 [M+l] + . 

30 
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EXAMPLE 156 

SYNTHESIS OF 3-[3-(METHYLETHYL)PHENYL]-lH-indazole-5- 

C ARB OXAMIDE 



5 




10 



A. 3-r3-fMeth vlethvnDhenvll-lH-indazole-5-carboxamide 

The title compound (100 mg, 55% yield) was prepared as described in 
Example 149 F using hydrogen peroxide (2.5 mL). 'H NMR (DMSO-d 6 ) 6 13.4 (s, 1H), 
15 8.58 (s, 1H), 8.15 (or s, 1H), 7.92 (d, 1H), 7.88-7.84 (m, 2H), 

7.61 (d, 1H), 7 AS (t, 1H), 7.33 (d, 2H), 3.03 (septet, 1H), 1.28 (d, 6H); ES-MS (m/z) 280 
[M+lf. 

EXAMPLE 157 

20 SYNTHESIS OF 3-[4-(DIMETHYLAMINO)PHENYL]-lH-INDAZOLE-5- 

CARB OXAMIDE 



A - 3-r4-(dimethvlamino , >p henvll- 1 -perhvdro-2H-pvran-2-v1- 1 H-indazole-5-carbonitrile 



The title compound (257 mg, 56.7% yield) was prepared as described in 
Example 149 D using 4-(N,N-dimemylamino)phenylboronic acid (322 mg, 1.95 mmol). ES- 
MS (m/z) 347 [M+l] + . 



25 
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B. 3-[4-(<iin»cthvlamino)phenvll-lH-indazole-5-carbonitrile 

The title compound (127 mg, 65.1% yield) was prepared as described in 
Example 149 E using 3-[4-(dimethylaniino)phenyl]-l-perhydro-2H-pyran-2-yl-lH-indazole- 
5-carbonitrilc (257 mg, 0.742 mmol). ES-MS (m/z) 276 [M+l] + . 

5 

C. 3 - f 4-(d i m ct h vl amino)phenvll - 1 H-indazole-5 -carboxamide 

A solution of 3-[4-(dimemylamino)phenyl]-lH-indazole-5-carbonitrile (125 
mg, 0.476 mmol) in 5.00 mL of concentrated aq. HC1 was heated at 47 °C for 1 h, and then 
added dropwisc with stirring to 20 mL of 6.0 N aq. NaOH that was cooled in a water bath. 
10 The mixture was extracted with 2 x EtOAc, and the combined organics were dried 

(NaaSCX,). Purification by silica gel chromatography using EtOAc as eluent afforded the title 
compound (69.3 mg, 52.1% yield): 'H NMR (DMSO-d 6 ) 6 13.19 (s, 1H), 8.58 (s, 1H), 8.10 
(br s, 1H), 7.9S-7.82 (m, 3H), 7.56 (d, 1H), 7.30 (br s, 1H), 6.84 (d, 2H), 2.98 (s,6H); ES- 
MS (m/z) 281 [M+l]*. 



15 



EXAMPLE 158 

SYNTHESIS OF 3-(3-FURYL)-lH-INDAZOLE-5-CARBOXAMIDE 



20 




A. 3-(3-Furvl)-l H-indazole-5-carboxamide 

The title compound (100 mg, 55% yield) was prepared as described in 
Example 149 F using hydrogen peroxide (2.5 mL). 'H NMR (DMSO-d 6 ) 6 13.3 (s, 1H), 
8.57 (s, 1H), 8.54 (s, 1H), 8.14 (br s, 1H), 7.95 (d, 1H), 7.85 (m, 1H), 7.58 (d, 1H), 7.35 (br 
s, 1H), 7.08 (s, 1H); ES-MS (m/z) 228 [M+l] + . 



35 
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EXAMPLE 1 53 

SYNTHESIS OF 3-BENZO[B]THIOPHEN-2-YL-lH-INDAZOLE-5- 

CARBOXYLIC ACID 



10 



A. 




3-Ben2orb1thiophe n-2-vl-lH-indazole-5-carboxvlic acid 

A solution of methyl 3-benzo[b]thiophen-3-yl-lH-indazole-5-carboxylate (20 
mg, 0.065 mmol), 5.00 mL of MeOH, and 5.00 mL of 6.0 N aq. NaOH was heated at 85 °C 
for 2.5 h. The mixture was diluted with 6.0 N aq. NaOH, and extracted with 3 x EtOAc. The 
15 aqueous layer was then acidified to pH = 1.0 with 6.0 N aq. HC1. This mixture was extracted 
with 3 x EtOAc, and the combined organics were dried (Na^O,,), filtered, and concentrated 
to give the title compound (5 mg, 26% yield): *H NMR (DMSO-de) 6 13.71 (br s, 1H), 13^0 
(very br s, 1H), 8.83 (s, 1H), 8.17 (s, 1H), 8.05-7.95 (m, 3H), 7.70 (d, 2H), 8.50-8.35 (m, 
2H); ES-MS (m/z) 295 [M+l] + . 

20 

EXAMPLE 1 54 

SYNTHESIS OF 3-BENZO[B]THIOPHEN-2-YL-lH-INDAZOLE-5-CARBOXAMIDE 



25 




30 A. 



3-Benzorb1thiophen-2-vl-l- P erhvd ro-2H-Pvran-2-vl-lH-iTid a7 n1 e -5-carbonitrile 
The title compound (397 mg, 1 10% yield, 85.5% pure by HPLC) was 
prepared as described in Example 149 D using benzo[b]thiophene-2-boronic acid (348 mg, 
1.95 mmol). ES-MS (m/z) 360 fM+l] + . 
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B. 3-Benzorb1t Viio phen-2-vl-lH-indazn 1e-5-carbonitrile 

The title compound (153 mg, 50.3% yield) was prepared as described in 
Example 149 E using 3-beiizo[b]tmophen-2-yl-l-perhyaro-2H-pyran-2-yl-lH-indazole-5- 
carbonitrile (397 mg, 1.10 mmol). ES-MS (m/z) 276 [M+l] + . 

5 

C. ^-Benzofblthiophen-2-vl- 1 H-indazol e-5-carboxainide 

The title compound (127 mg, 80.9% yield) was prepared as described in 
Example 149 F using 3-benzo[b]thiophen-3-yl-lH-indazole-5-carbonitrile (147 mg, 0.534 
mmol). 'H NMR (DMSO-d 6 ) 5 13.59 (br, 1H), 8.80 (s, 1H), 8.31 (s, 1H), 8.25 (br s, 1H), 
10 8.05-7.90 (m, 3H), 7.65 (d, 1H), 8.50-8.38 (m,3H; ES-MS (m/z) 294 [M+lf- 

F.X AMPLE 155 

SYNTHESIS OF 3-BENZO[D]FTJRAN-2-YL-lH-INDAZOLE-5-CARBOXAMIDE 



15 




20 



25 



A . ^-Renzordlruran-2-vl-l-perhvdro-2H-pyr ai 1 -2-vl-lH-indazole-5-carborutrile 

The title compound (361 mg, 79% yield) was prepared as described in 
Example 149 D using benzo[b]furan-2-boronic acid (342 mg, 2.1 1 mmol). ES-MS (m/z) 
344 [M+l] + . 

B. 3-Benzordlfi'ran-2-vl-lH-indazole-5-carbonitrile 

The title compound (1 28 mg, 47% yield) was prepared as described in 
Example 149 E using 3-benzo[d]furan-2-yl-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
carbonitrile (361 mg, 1.05 mmol). ES-MS (m/z) 260 [M+lf. 



30 



3- Benzofdlfiiran-2-vl-lH-indazole- 5-carboxamide 

The title compound (134 mg, 98% yield) was prepared as described in 
Example 149 F using 3-benzo[d]furan-2-yl-lH-indazole-5-carbonitrile (128 mg, 0.494 
mmol). >H NMR (DMSO-d 6 ) 6 8.73 (d, 1H), 8.21 (s, 1H), 7.97 (dd, 1H), 7.70 (dt, 2H), 
35 7.61 (s, 1H), 7.43 (d, 1H), 7.42-7.25 (m, 3H); ES-MS (m/z) 278 [M+lf- 
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C. 3-f 4-HvdroxvphenylV 1 H-indazole-5-carboxainide 

The title compound (30 mg, 48% yield) was prepared as described in 
Example 149 F using 3-(4-hydroxyphenyl)-lH-indazole-5-carbonitrile (60 mg, 0.255 mmol; 
5 H NMR (DMSO-d 6 ) 6 13.22 (s, 1H), 9.67 (s, 1H), 8.56 (s, 1H), 8.1 (br s, 1H), 7.95-7.80 
5 (m, 3H), 7.56 (d, 1H), 7.4 (br, 1H), 6.93 (d, 2H); ES-MS (m/z) 254 [M+l] + . 

■ 

EXAMPLE 151 

SYNTHESIS OF 3-(2-NAPHTHYL)-lH-INDAZOLE-5-CARBOXAMIDE 



10 



15 



20 



25 



H 2 N 




A. 3 -( 2-Naph thvlV 1 -perhvdro-2H-pvran-2-vl- 1 H-indazole-5-carbonitrile 

The title compound (262 mg, 76% yield) was prepared as described in 
Example 149 D using 2-naphthaleneboronic acid (252 mg, 1.46 mmol. ES-MS (m/z) 354 
[M+l] + . 

B. 3-(2-NaphthvlV 1 H-indazole-5-carbonitrile 

The title compound (105 mg, 53% yield) was prepared as described in 
Example 149 E using 3K2-naphmyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile 
(262 mg, 0.741 mmol). ES-MS (m/z) 270 [M+l] + . 



C. 3-(2-Naphthvl)-lH-indazole-5-carboxamide 

The title compound (142 mg, 79% yield) was prepared as described in 
Example 149 F using 3-(2-naphthyl)-lH-indazole-5-carbonitrile (168 mg, 0.624 mmol). 'H 
NMR (DMSO-d 6 ) 6 13.53 (s, 1H), 8.77 (s, 1H), 8.60 (s, 1H), 8.23 (dd, 2H), 8.16-8.05 (m, 
30 2H), 7.98 (m, 2H), 7.68-7.52 (m, 3H), 7.39 (br s, 1H); ES-MS (m/z) 288 [M+l] + . 
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EXAMPLE 152 

SYNTHESIS OF METHYL 3-BENZO[B]THIOPHEN-2-YL-lH-INDAZOLE-5- 

C ARB OXYL ATE 



10 




A. 3-Bromo- 1 -nerh vdro-2H-nvran-2- vl- 1 H-indazole -5 -carboxamide 

The title compound was prepared as described in Example 149 F using 3- 
bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (1.50 g, 4.92 mmol) to provide 
15 the title compound (1.37 g, 86% yield): ES-MS (m/z) 324 [M+l] + . 



B. 3-Berxzorblt bio phen-2-vl-1-perhvdro-2H-pvran-2- vl-lH-mdazole-5-carboxannde 

A mixture of 3-bromo-l -perhydro-2H-pyran-2-yl-l H-indazole-5- 
carboxamide (425 mg, 1.31 mmol), benzo[b]thiophene-2-boronic acid (348 mg, 1.95 
20 mmol, 1.49 equiv.), [l,l , -bis(diphenylphosphino)-ferrocene> dichloropalladium (II) 

complex with dichloromethane (107 mg, 0.131 mmol, 0.10 equiv.), potassium phosphate 
(K 3 P0 4 , 1 .38 g, 6.50 mmol, 4.96 equiv.) and 6.5 mL of DME were refluxed for 1 8 h and 
concentrated. Purification by silica gel chromatography using 0-5% MeOH in EtOAc as 
eluent afforded the title compound (126 mg, 26% yield): ES-MS (m/z) 378 [M+l] + . 

25 

C. Methvl3-benzorblthiophen-2-vl-lH-indazole-5- carboxvlate 

A mixture of 3-benzo|h]thiophen-2^yl-l-perhydro-2H-pyran-2-yl-lH- 
indazole-5-carboxamide (126 mg, 0.334 mmol), 10.0 mL of MeOH, and 10.0 mL of 6.0 N 
aq. HC1 were heated at 65 °C for 24 h. The reaction mixture was added dropwise to 50 mL 
30 of 6.0 N aq. NaOH with stirring. This mixture was extracted with 3 x EtOAc and the 

combined organics were dried (Na^O,). Purification by silica gel chromatography using 30- 
40% EtOAc in hexanes afforded the title compound (27.0 mg, 26% yield): 'H NMR 
(DMSO-d 6 ) 6 13.75 (br s, 1H), 8.84 (s, 1H), 8.19 (s, 1H), 8.15-7.95 (m, 3H), 7.74 (d, 1H), 
7.45-7.35 (m, 2H), 3.94 (s, 3H); ES-MS (m/z) 378 [M+lf. 

35 
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mixture was warmed on an oil bath to 40°C (external temperature) for 6 h, and then cooled 
to room temperature in a water bath. The pH of the solution adjusted to ca. 5.5 with 103 
mL of 4.0 M aq. HCI. The resulting precipitate was collected by filtration, washed with 
200 mL of H 2 0, and dried. The product was purified by chromatography on 265 g of silica 
5 gel using 30-40% EtOAc in hexanes. This afforded the title compound (12.83 g, 47% 
yield): ES-MS (m/z) 222 [M+l] + . 

C. 3-Bromo- 1 -perhvdro-2H-Pvran-2-vl-lH-indazole-5-carbonitrile 

To a solution of 13.67 g (61.56 mmol) of 3-bromo-lH-indazole-5- 

10 carbonitrile and 2.06 g (10.8 mmol, 0.175 equiv.) of p-toluenesulfonic acid monohydrate in 
247 mL of anhydrous tetrahydrofuran (THF) was added 11.2 mL (123 mmol, 2.00 equiv.) of 
3,4-dihydro-2H-pyran. The mixture was refluxed under a nitrogen atmosphere for 14h. The 
reaction was quenched with saturated aqueous sodium bicarbonate (sat. aq. NaHC0 3 ). The 
mixture was extracted twice with EtOAc. The combined organics were washed with 2 x sat. 

15 aq. NaHC0 3 , 1 x sat. aq. NaCl, and dried over Na^O* Chromatography of the crude 
material on 200 g of silica gel using 30% EtOAc in hexanes afforded the title compound 
(14.34 g, 76% yield): ES-MS (m/z) 306 [M+l] + . 

D- 3-(4-MethoxvphenvlVl -perhvdro-2H-pvran-2-vl-lH-mdazole-5-carbomtrile 
20 A flask was charged with 300 mg (0.98 mmol) of 3-bromo- 1 -perhydro-2H- 

pyran-2-yl-lH-indazole-5-carbonitrile, 223 mg (1.47 mmol, 1.50 equiv.) of 4- 
methoxyphenylboronic acid, 80.3 mg (0.098 mmol, 0.100 equiv.) of [l,l'-bis 
(diphenylphosphino)-ferrocene} dichloropalladiuin (II) complex with dichloromethane 
(Aldrich), 1 .04 g (4.90 mmol, 4.98 equiv.) of powdered potassium phosphate (K 3 P0 4 ), and 
25 4.90 mL of anhydrous 1,2-dimethoxyethane (DME). The mixture was refluxed under 

nitrogen for 19 h. The mixture was diluted with CH 2 C1 2 , washed with 2 x sat. aq. NaHC0 3 , 
and dried (NajSOJ. The crude material was purified by silica gel chromatography using 20- 
30% EtOAc in hexanes affording the title compound (251 mg, 77% yield): ES-MS (m/z) 
334 [M+l] + . 

30 

E. 3-(4-Methoxvphenvl)-lH-indazole-5-carbonitrile 

A mixture of 251 mg (0.753 mmol) of 3-(4-methoxyphenyl)-l-perhydro-2H- 
pyran-2-yl-lH-indazole-5-carbonitrile, 5.0 mL of dioxane, and 5.0 mL of 6.0 N aq. HCI was 
heated at 65 °C for 22 h. The reaction mixture was added to a mixture of 10.0 mL of H 2 0 
35 and 20.0 mL of EtOAc with stirring. The layers were separated and the aqueous layer was 
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extracted with EtOAc. The combined organic layers were added to. 60 mL of sat. aq. 
NaHC0 3 with rapid stirring. The layers were separated, and the organic layer was washed 
with sat. aq. NaHC0 3 , and dried (Na^O,,). Purification of the crude material by silica gel 
chromatography using 30 - 50% EtOAc in hexanes afforded the title compound (129 mg, 
5 71% yield): ES-MS (m/z) 250 [M+l] + . 

F- 3-(4-Meth oxvDhenvlVlH-indazole-5-carboxamide 

A mixture of 20 mg (0.080 mmol) of 3-(4-methoxyphenyl)-lH-indazole-5- 
carbonitrile, 0.428 mL of 95% denatured ethanol, 0.021 mL of H 2 0, 0.32 mL of 30% 

10 aqueous hydrogen peroxide (aq. H 2 0 2 ) and 0.032 mL of 6.0 N aq. NaOH (0.192 mmol, 2.4 
equiv.) was heated at 50 °C for 3 h, and then acidified to pH = 6.0 with 0.052 mL of 6.0 N 
lOaq. HC1. The mixture was extracted with 2 x EtOAc. The combined organics were 
washed with 2 x sat. aq. NaHC0 3 , dried (Na^O,), filtered, and concentrated affording the 
title compound (8.9 mg, 41 .6% yield): 'H NMR (CDCla/DMSO-dg) 6 12.5 (br s, 1H), 8.60 

15 (s, 1H), 7.95 (d, 2H), 7.85 (d, 2H), 7.55 (d, 1H), 7.05 (d, 2H), 3.89 (s, 3H); ES-MS (m/z) 
268 [M+l ] + . 

EXAMPLE 150 

SYNTHESIS OF 3-(4-HYDROXYPHENYL)-lH-INDAZOLE-5-CARBOXAMIDE 

20 



25 



H 2 N 




OH 



A - 3-(4-Hvdrox yphenvn- 1 -perhvdro-2H-pvran-2-vl- 1 H-indazole-5-carhnnitn 1e 

The title compound (219 mg, 57% yield) was prepared as described in 
Example 149 D using 4-hydroxybenzeneboronic acid (250 mg, 1.81 mmol). ES-MS (m/z) 
30 320[M+1] + . 



B. 3-f4-Hvdroxvphenv1)- 1 H-indazole-5-carbonitrile 

The title compound (520 mg, 82% yield) was prepared as described in 
Example 149 E using 3-(4-hydroxyphenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
35 carbonitrile (860 mg, 2.69 mmol). ES-MS (m/z) 236 [M+l] + . 
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EXAMPLE 148 

SYNTHESIS OF l-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]-2- 

PHENYLETHAN- 1 -ONE 




10 

A. 1 -r3-(4-FluorophenvD- 1 -( tetrahvdropvran-2-vlV 1 H-iadazol-5-vll-2-phenvlethan- 1 - 
one 

A suspension of l-[3-(4-fluorophenyl)-l-(tetrahydropyran-2-yl)-lH-iiidazol- 
5-yl]-2-phenylethan-l-ol (0.223 g, 0.54 mmol) and pyridinium chlorochromate (1.0 g, 4;6 

15 mmol) in dried dichloromethane (10 mL) under nitrogen was stirred at ambient temperature 
for 6 hours. It was diluted with dichloromethane and washed with saturated sodium 
bicarbonate and brine. The organic layer was dried over magnesium sulfate, filtered, and 
concentrated. The residue was then purified by chromatography (Si0 2 , 15-30% ethyl 
acetate/hexane) to provide the title compound (0.1 12 g, 51% yield): 'H NMR (CDC1 3 ) 8 

20 8.62 (d, 1H), 8.10 (dd, 1H), 7.85-7.90 (m, 2H), 7.65 (dd, 1H), 7.19-7.37 (m, 7H), 5.77 (dd, 
1H), 4.35 (s, 2H), 4.06 (m, 1H), 3.77 (m, 1H), 2.59 (m, 1H), 2.14 (m, 2H), 1.70 (m, 3H); 
ES-MS (m/z) 415 [M+l] + . 

B. 1 -\3-( 4-Fluorophenvl)- 1 H-indazol-5-vl]-2-phenylethan- 1 -one 

25 The title compound (0.021 g, 27% yield) was prepared as described in 

Example 132 E, using l-[3-(4-fluorophenyl)-l-(tetrahydropyran-2-yl)-lH-inda2ol-5-yl]-2- 
phenylethan-l-one (0.10 g, 0.24 mmol. 'H NMR (CDC1 3 ) 8 10.37 (br s, 1H), 8.67 (d, 1H), 
8.12 (dd, 1H), 7.86-7.91 (m, 2H), 7.52 (d, 1H), 7.21-7.38 (m, 7H), 4.37 (s, 2H), 3.09 (m, 
2H); ES-MS (m/z) 331 [M+l] + . 

30 
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EXAMPLE 1 49 

SYNTHESIS OF 3-(4-METHOXYPHENYL)- 1 H-INDAZOLE-5-CARBOXAMIDE 




10 

A. 1 H-Indazole-5-carbonitrile 

To a 1-L beaker was added 20.0 g (150 mmol) of 5-aminoindazole, and 
150 g of ice. The mixture was stirred with a magnetic stir bar and cooled on an ice-water 
bath. To this mixture was added 37.5 mL of concentrated aqueous hydrochloric acid, 

15 followed by a solution of 10.5 g (152 mmol, 1.01 equiv.) of sodium nitrite in 30 mL of H 2 0, 
dropwise over 15 min. The mixture was vigorously stirred for 30 min. and then carefully 
neutralized to pH ca. 7.0 with 9.5 g of solid sodium carbonate (N^CO,). This mixture was 
transferred to a 1-L separatory funnel, kept cold by the addition of ice, and added dropwise 
to an ice cooled, magnetically stirred mixture of 16.8 g (188 mmol, 1.24 equiv.) of copper 

20 (I) cyanide (CuCN), 24.4 g (498 mmol, 3.32 equiv.) of sodium cyanide (NaCN), 1 12 mL 
H 2 0, and 250 mL of ethyl acetate (EtOAc) in a 2-L erlenmeyer flask over 20 min. Nitrogen 
gas was evolved from the reaction. The mixture turned dark quickly, and was stirred on ice 
for 30 min. and then the ice was removed. Stirring was continued for 3.5 h. The mixture 
was then heated on a hot plate until the internal temperature was 50 °C. The reaction was 

25 removed from the hot plate and allowed to cool to 35 °C, and filtered through filter paper. 
The layers were separated, and the organic layer was washed with saturated aqueous NaCl, 
and dried (Na 2 S0 4 ). The organic layer was poured directly onto a 65 mm column containing 
200 g of silica gel and eluted with EtOAc. Fractions of 500 mL were collected, and all 
product containing fractions were combined and concentrated to give the title compound 

30 (19.60 g, 91% yield): ES-MS (m/z) 144 [M+l] + . 

B- 3-Bromo- 1 H-indazole-5-carbonitril e 

A 2-L round bottomed flask was charged with lH-indazole-5-carbonitrile 
(17.6 g, 123 mmol), 333 mL methanol (MeOH), 333 mL of 2.0 M aq. NaOH, and a solution 
35 of bromine (Br 2 , 54.7 g, 344 mmol, 2.80 equiv.) in 1 66 mL of 2.0 M aq. NaOH. The 
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EXAMPLE 145 

SYNTHESIS OF 3-(4-FLUOROPHENYL)-5-[2K2-P\^YL)ETHYL]-lH-INDAZOLE 




10 A. 3-f4-Fluorophenvn-5-r2-(2-DvridvDethvn-lH-inda7:o1e 

The title compound was prepared as described in Example 141 A, using 5-[(l 
E>2-pyridylvinyl]-3-(4-fluorophenyl)-lH-indazole (0.125 g, 0.4 mmol) in methanol and it 
was then purified by HPLC (0.060 g, 47% yield): 'H NMR (DMSO-d 6 ) 8 13.14 (br s, 1H), 
8.52 (d, 1H), 7.95 (m, 2H), 7.79 (s, 1H), 7.69 (ddd, 1H), 7.42 (dd, 1H), 7.22-7.35 (m, 5H), 

15 3.12 (m, 4H); ES-MS (m/z) 318 [M+l] + . 



20 



25 



EXAMPLE 146 

SYNTHESIS OF 3-(4-FLUOROPHENYL)-5-(2-PHENYLETHYL)-lH-INDAZOLE 




A. 



3-(4-Fluo rophenvr>-5-r 2-phenvlethvlV 1 H-indazole 

The title compound (0.035 g, 35% yield) was prepared as described in 
Example 141 A, using 5-[(l E)-2rphenylvinyl]-3-(4-fluorophenyl)-lH-indazole (0.10 g, 0.32 
mmol). "H NMR (CDC1 3 ) 8 10.0 (br s, 1H), 7.87 (m, 2H), 5 7.66 (m, 1H), 7.43 (dd, 1H), 
30 7.27-7.30 (m, 3H), 7.17-7.24 (m, 5H), 3.08 (m, 2H), 2.98 (m, 2H); ES-MS (m/z) 317 
[M+l] + . 



35 
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EXAMPLE 147 

SYNTHESIS OF l-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]-2-PHENYLETHAN- 

1-OL 




A. i-f3-(4-FluorophenvlVl-ftetrahvdropwan-2-vlVlH-indazol-5-vl1-2-phenvlethan-l- 
ol 

To a solution of 5-bromo-3-(4-fluorophenyl)-l-(tetrahydropyran-2-yl)-lH- 
indazole (0.50 g, 1.0 mmol) in dried tetrahydrofuran (15 mL) under nitrogen at -78 °C was 

15 added dropwise a 1.6 M solution of butyl lithium in hexane (1.1 mL, 1.7 mmol). After 
stirring for 20 minutes, to the reaction mixture was added phenylacetaldehyde (0.228 g, 1 .9 
mmol). The reaction mixture was stirred additional 1 hour at -78 °C and the temperature 
was gradually raised to room temperature. It was quenched with water and extracted with 
dichloromethane. The extracts were dried over magnesium sulfate, filtered, and 

20 concentrated. The residue was then purified by chromatography (Si0 2 , 15-30% ethyl 
acetate/hexane) to provide the title compound (0.246 g, 44% yield): 'H NMR (CDC1 3 ) 6 
7.86 (m, 2H), 7.80 (d, 1H), 7.09-7.47 (m, 9H), 6.98 (dd, 1H), 5.70 (dd, 1H), 5.07 (t, 1H), 
4.08 (m, 1H), 3.65 (m, 1H), 3.06 (d, 1H), 2.67 (m, 2H), 2.11 (m, 2H), 1.75 (m, 3H); ES-MS 
(m/z)417[M+ir. 

25 

B. 1 -f 3 -r4-FluoroDhenvlV 1 H-indazol-5-vll -2-phenvlethan- 1 -ol 

The title compound was prepared as described in Example 132 E, using l-[3- 
(4-fluorophenyl)-l-(tetrahydropyran-2-yl)-lH-indazol-5-yl]-2-phenylethan-l-ol (0.130 g, 
0.31 mmol) to provide the title compound (0.024 g, 23% yield): 'H NMR (CDC1 3 ) 6 10.0 
30 (br s, 1H), 7.89 (m, 2H), 7.49 (m, 1H), 7.40 (dd, 1H), 7.27-7.34 (m, 3H), 7.16-7.23 (m, 
5H), 7.05 (dd, 1H), 5.07 (dd, 1H), 3.09 (m, 2H); ES-MS (m/z) 333 [M+l] + . 
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A. Ethvl^E^-B-fS-^-Fluorophenvn-lH-indazol-S-vnprop^-enoate 

A suspension of ethyl (2E)-3-[3-(4-fluorophenyl)-lH-indazol-5-yl]prop-2- 
enoate (0.48 g, 1.54 mmol) and palladium (10 wt % on activated carbon, 0.05 g) in ethyl 
acetate (15 mL) was stirred under hydrogen for 6 hours. It was filtered with celite, washed 
5 with ethyl acetate, and concentrated. The residue was then purified by chromatography 

(Si0 2 , 30-50% ethyl acetate/hexane) to provide the title compound (0.465 g, 96% yield): 'H 
NMR (CDC1 3 ) 6 10.28 (br s, 1H), 7.92 (m, 2H), 7.78 (s, 1H), 7.42 (d, 1H), 7.29 (d,lH), 
7.21 (t, 2H), 4.13 (q, 2H), 3.10 (t, 2H), 2.69 (t, 2H), 1.23 (t, 3H); ES-MS (m/z) 313 
[M+lf. 

10 

EXAMPLE 142 

SYNTHESIS OF 3-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]PROPANOIC ACID 



15 




F 

20 

A. 3-r3-(4-FluorophenvlVlH-indazol-5-vl1propanoic Acid 

The title compound (0.224 g, 62% yield) was prepared as described in 
Example 140 C, using ethyl (2E)-3-[3-(4-fluorophenyl)-lH-indazol-5-yl]prop-2-enoate (0.40 
g, 1.28 mmol). 'H NMR (CDC1 3 ) 6 13.15 (br s, 1H), 8.01 (m, 2H), 7.78 (s, 1H), 7.50 (d, 
25 1H), 7.33 (m, 3H), 2.96 (t, 2H), 2.60 (t, 2H); ES-MS (m/z) 
285 [M+l] + . 



30 



35 
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EXAMPLE 143 

SYNTHESIS OF 5-[2-(3-A^O^^OPHENYL)ETHYL]-3-(4-FLUOROPHENYL)-lH- 

DSfDAZOLE 




10 

A. 5-f2-(3-Ami nophen vD ethvll -3 -(4-fluorophenvI V 1 H-indazole 

The title compound (0.051 g, 55% yield) was prepared as described in 
Example 141 A, using 5-[(l E)-2-(3-Nitrophenyl)vinyl]-3-(4-fluorophenyl)-lH-indazole 
(0.10 g, 2.78 mmol). 'H NMR (CDC1 3 ) 6 9.8 (br s, 1H), 7.88 (m, 2H), 7.69 (s, 1H), 7.43 
15 (d, 1H), 7.18-7.26 (m, 3H), 7.09 (t, 1H), 6.62 (d, 1H), 6.54 (m, 2H), 3.5 (br s, 2H), 3.05 (m, 
2H), 2.88 (m, 2H); ES-MS (m/z) 332 [M+l] + . 

EXAMPLE 144 

SYNTHESIS OF 4-{2-[3-(4-FTUOROPHENYL)-lH-INDAZOL-5-YL]ETHYL} 
20 BENZOIC ACID 



25 




A. 4-{2-f3-(4-F1uorophenvlVlH-indazol-5-vllethvUbenzoic Acid 

The title compound (0.044 g, 36% yield) was prepared as described in 
30 Example 141 A, using 4-{(l E)-2-[(3-(4-fluorophenyl)-lH-indazol-5-yl]vinyl}benzoic acid 
(0.120 g, 0.33 mmol) in methanol and it was then purified by HPLC. ! H NMR (DMSO-d 6 ) 
6 13.13 (br s, 1H), 7.76-7.94 (m, 5H), 7.48 (m, 1H), 7.32 (m, 5H), 3.03 (m, 4H); ES-MS 
(m/z) 361 [M+l] + . 
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EXAMPLE 139 

SYNTHESIS OF 5-[(l E)-2-(4-PYim)YL)VINYL]-3-(4-FLUOROPHENYL)-lH- 

INDAZOLE 




A - 5-r(lEV2-f4-Pvridvnvi nvl1-3-f4-fluorophenvlVl-fteti^vdropvran-2-vlVlH-indazo1e 

The title compound (0.284 g, 74% yield) was prepared as described in 
Example 132 D, using 4- vinylpyridine (0.252 g, 2.4 mmol) (0.284 g, 74% yield). 'H NMR 
(CDC1 3 ) 8 8.58 (dd, 2H), 7.95 (m, 3H), 7.69 (dd, 1H), 7.65 (d, 1H), 7.44 (d, 1H), 7.39 (dd, 
15 2H), 7.22 (m, 2H), 7.04 (d, 1H), 5.78 (dd, 1H), 4.09 (m, 1H), 3.80 (m, 1H), 2.63 (m, 1H), 
2.15 (m, 2H), 1.80 (m, 3H); ES-MS (m/z) 400 [M+l] + . 



B. 5-r ( lEV2-r4 -Pvridvl>vmvn-3-f4-fluorophenvn-lH-iTida7.o1e 

The title compound (0.164 g, 79% yield) was prepared as described in 
Example 132 E, using 5-[(l E)-2-(4-pyridyl)vmyl]0-(4-fluorophenyl)-l-(tetrahydropyran-2- 
yl)-lH-indazole (0.265 g, 0.66 mmol). 'H NMR (CDC1 3 ) 8 10.3 (br s, 1H), 8.59 (d, 2H), 
8.06 (s, 1H), 7.96 (dd, 2H), 7.72 (dd, 1H), 7.54 (d, 1H), 7.46 (d, 1H), 7.40 (d, 2H), 7.25 (t, 
2H), 7.04 (d, 1H); ES-MS (m/z) 416 [M+l] + . 



EXAMPLE 140 

SYNTHESIS OF (2E)-3-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]PROP-2- 

ENOIC ACID 



30 




F 
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A. EthviaEV3-[3-r4-FluorophenvlV1-rtetrahvdb-QDvi^-2-vD-lH-indazo l-5-vl1prop-2- 
enoate 

The title compound (0.881 g, 74% yield) was prepared as described in 
Example 132 D, using ethyl acrylate (0.751 g, 7.5 mmol). 'H NMR (CDC1 3 ) 6 8.05 (s, 1H), 
5 7.92 (m, 2H), 7.83 (d, 1H), 7.64 (d, 2H), 7.21 (t, 2H), 6.46 (d, 1H), 5.76 (dd, 1H), 4.28 (q, 
2H), 4.07 (m, 1H), 3.78 (m, 1H), 2.63 (m, 1H), 2.14 (m, 2H), 1.76 (m, 3H), 1.35 (t, 3H); 
ES-MS (m/z) 395 [M+l] + . 

B. EthvH2EV3-f3-(4-Fluorophenvl')-lH-indazol-5-vnprop-2-enoate 

10 The title compound (0.602 g, 90% yield) was prepared as described in 

Example 132 E, using ethyl (2E)-3-[3-(4-fluorophenyl)-l-(tetrahydropyran-2-yl)-lH- 
indazol-5-yl]prop-2-enoate (0.850 g, 2.15 mmol). 'H NMR (CDC1 3 ) 6 10.51 (br s, 1H), 
8.09 (s, 1H), 7.93 (m, 2H), 7.84 (d, 1H), 7.65 (d, 1H), 7.49 (d, 1H), 7.24 (t, 2H), 6.47 (d, 
1H), 4.29 (q, 2H), 1 .36 (t, 3H); ES-MS (m/z) 3 1 1 [M+l] + . 

15 

C. . (2EV3 -|"3-( 4-FluorophenvD- 1 H-indazol-5 -vllprop-2-enoic Acid 

To a solution of ethyl (2E)-3-[3-(4-fluorophenyl)-lH-indazol-5-yl]prop-2- 
enoate (0.10 g, 0.32 mmol) in tetrahydrofuran (10 mL) was added a solution of lithium 
hydroxide (0.032 mg, 1 .6 mmol) in water (5 mL) and the mixture was stirred at ambient 
20 temperature overnight. The reaction mixture was acidified with 6 N hydrochloric acid 
solution to give a white solid. It was then purified by HPLC to provide the title compound 
(0.43 g, 48% yield): 'H NMR (DMSO-d 6 ) 6 13.45 (br s, 1H), 12.28 (br s, 1H), 8.39 (s, 1H), 
8.1 1 (d, 1H), 8.10 (d, 1H), 7.83 (d, 1H), 7.79 (d, 1H), 7.60 (d, 1H), 7.35 (t, 2H), 6.57 (d, 
1H); ES-MS (m/z) 283 [M+l] + . 



25 



EXAMPLE 141 

SYNTHESIS OF ETHYL (2E)-3-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]PROP- 

2-ENOATE 
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35 




- 128- 



NSDOCID: <WO 02101 37A3JA> 



WO 02/010137 PCT/USO 1/23890 

12.8 (br s, 1H), 8.25 (s, 1H), 8.08 (m, 2H), 7.95 (d, 2H), 7.83 (d, 1H), 7.74 (d, 2H), 7.63 
(m, 2H), 7.38 (m, 3H); ES-MS (m/z) 359 [M+l] + . 

EXAMPLE 136 

5 SYNTHESIS OF 5-[(lE)-2-(3-MTROPHENYL)VIN^L]-3-(4-FLUOROPHENYL) 

. - 1 H-IND AZOLE 



10 




A - 5-rriEV2-f3-NitroDhen vl'>vinvll-3-(4-fluorophenvn-lH-indazo1e 
1 5 The title compound (0. 1 34 g, 52% yield) was prepared as described in 

Example 132 D, using 5-bromo-3-(4-fluorophenyl)-lH-indazole (0.291 g, 1.0 mmol) and 3- 
nitrostyrene (0.298 g, 2.0 mmol). l H NMR (CDC1 3 ) 6 10.12 (br s, 1H), 8.41 (t, 1H), 8.1 1 
(ddd, 1H), 8.07 (s, 1H), 7.97 (m, 2H), 7.82 (d, 1H), 7.73 (dd, 1H), 7.54 (m, 2H), 7.40 (d, 
1 H), 7.26 (m, 2H), 7. 1 6 (d, 1 H); ES-MS (m/z) 360 [M+l ] + . 

20 

EXAMPLE 137 

SYNTHESIS OF 5-[(lZ)-2-PHENYLVINYL]-3-(4-FLUOROPHENYL)-l H-IND AZOLE 



25 




A. 5-IY 1 ZV2-Phenvlvinvn-3-f4-fluorophenvn- 1 H-indazole 

A mixture of 3-(4-fluorophenyl)-5-(2-phenylethynyl)-lH-indazole (0.050 g, 
0.16 mmol), quinoline (0.030 g), and palladium (5 wt. % on barium carbonate, 0.015 g) in 
ethyl acetate (10 mL) was stirred under hydrogen for 5 hours. It was filtered with celite and 
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washed with ethyl acetate. The filtrate was washed with 5% hydrochloric acid solution and 
brine, dried over magnesium sulfate, filtered, and concentrated. The residue was then 
purified by chromatography (Si0 2 , 15-30% ethyl acetate/hexane) and by HPLC to provide 
the title compound (0.023 g, 46% yield): J H NMR (CDC1 3 ) 8 10.15 (br s, 1H), 7.83 (s, 1H), 
5 7.70 (m, 2H), 7.29 (m, 7H), 7.1 1 (t, 2H), 6.72 (d, 1H), 6.68 (d, 1H); ES-MS (m/z) 315 
[M+l] + . 

EXAMPLE 138 

SYNTHESIS OF 5-[(lE)-2-(4-AMINOPHENYL)VINYL]-3K4-FLUOROPHENYL)-lH- 
10 INDAZOLE 




F 



A. 5-f ( 1 EV2-C 4- AmmopheaivlYyinvr]-3-( 4-fluorophenvlV 1 -(tetrahvdrop vran-2-vD- 1 H- 
indazole 

20 The title compound was prepared as described in Example 132 D, using 4- 

vinylaniline (0.286 g, 2.4 mmol) (0.196 g, 49% yield): "H NMR (CDC1 3 ) 6 7.96 (m, 2H), 
7.92 (s, 1H), 7.5 (ddd, 1H), 7.59 (d, 1H), 7.36 (d, 2H), 7.21 (t, 2H), 7.05 (d, 1H), 7.04 (d, 
1H), 6.69 (m, 2H), 5.76 (dd, 1H), 4.08 (m, 1H), 3.78 (m, 1H), 3.7 (br, 2H), 2.63 (m, 1H), 
2.14 (m, 2H), 1.79 (m, 3H); ES-MS (m/z) 414 [M+l] + . 

25 

B. 5-iriEV2-(4-Aminophenvl')vinvl1-3-(4-fluorophenvlVlH-indazole 

The title compound was prepared as described in Example 132 E, using 5-[(l 
E)-2-(4-aminophenyl)vmyl]-3-(4-fluorophenyl)-l-(tetrahydropyran-2-yl)-lH-mdazole (0.185 

g, 0.45 mmol) (0.094 g, 64% yield): 'H NMR (CDC1 3 ) 8 10.1 (br s, 1H), 7.97 (m, 3H), 7.66 
30 (dd, 1H), 7.47 (dd, 1H), 7.37 (m, 2H), 7.23 (m, 2H), 7.05 (m, 2H), 6.71 (m, 2H); ES-MS 
(m/z) 330 [M+l] + . 
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EXAMPLE 133 

SYNTHESIS OF 5-[(lE)-2-PHENYL\TNYL]-3-(4-FLUOROPHENYL)-lH-INDAZOLE 



5 




F 



10 A. 5-rnEV2-Phenvlvinvll-3-(4-fluorophenvlVl-(tetrahvdropvran-2-vl)-lH-indazole 

The title compound was prepared as described in Example 132 D, using 
styrene (0.208 g, 2.0 mmol) (0.267 g, 67% yield). *H NMR (CDC1 3 ) 5 7.94-7.99 (M, 3H), 
7.69 (dd, 1H), 7.62 (d, 1H), 7.55 (d, 1H), 7.53 (d, 1H), 7.37 (t, -2H), 7.19-7.29 (M, 4H), 
7.15 (d, 1H), 5.77 (dd, 1H), 4.08 (m, 1H), 3.79 (m, 1H), 2.63 (m, 1H), 1.83-2.21 (m, 2H), 

15 1.57-1.80 (m, 3H); ES-MS (m/z) 399 [M+l] + . 

B. 5-\( 1 EV2-Phenvlvinvn-3-f4-fluorophenvlVlH-indazole 

The title compound was prepared as described in Example 132.E, using 5-[(l 
EV2-phenylvinyl]-3-(4-fluorophenyl)-l-(tetrahydropyran-2-yl)-lH-indazole (0.20 g, 0.5 
20 mmol) (0. 1 24 g, 79% yield). 'H NMR (CDC1 3 ) 6 10:1 (br 5, 1H), 7.95-8.02 (m, 3H), 7.72 . 
(dd, 1H), 7.49-7.56 (m, 3H), 7.38 (t, 2H), 7.21-7.30 (m, 4H), 7.15 (d, 1H); ES-MS (m/z) 
315[M+1T. 

EXAMPLE 134 

25 SYNTHESIS OF 5-[(lE)-2-(2-PYFJDYL)VINYL]-3-(4-FLUOROPHENYL)-lH- 

INDAZOLE 



30 




F 



A. 5-fflEV2-Pvridvlvmvl11-3-f4-fluorophenvlVl-(tetrahvdropvran-2-vlVlH-indazole 
35 The title compound was prepared as described in Exampie 132.D, using 2- 
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vinylpyridine (0.210 g, 2.0 mmol) (0.305 g, 76% yield). 'H NMR (CDC1 3 ) 6 8.61 (d, 1H), 
8.09 (d, 1H), 7.94-7.98 (m, 2H), 7.62-7.80 (m, 4H), 7.42 (d,lH), 7.13-7.24 (m, 4H), 5.77 
(dd, 1H), 4.08 (m, 1H), 3.79 (m, 1H), 2.63 (m, 1H), 2.10-2.21 (m, 2H), 1.64-1.83 (m, 3H); 
ES-MS (m/z) 400 [M+l] + . 

5 

B. 5-rflEV2-Pvridvlvinvn-3-f4-fluoror>henvlVlH-indazole 

The title compound was prepared as described in Example 132 E, using 5-[(l 
E)-2-pyridylvinyl]-3-(4-fluorophenyl)-l-(tetrahydropyran-2-yl)-lH-indazole (0.20 g, 0.5 
mmol) (0.149 g, 94% yield). ! H NMR (DMSO-d 6 ) 6 13.4 (br s, 1H), 8.76 (d, 1H), 8.53 (t, 
10 1H), 8.35-8.45 (m, 3H), 8.06 (m, 2H), 7.70-7.85 (m, 4H), 7.40 (m, 2H); ES-MS (m/z) 316 
[M+l] + . 

EXAMPLE 135 . . 

SYNTHESIS OF 4-{(l E)-2-[(3-(4-FLUOROPHENn.)-lH-INDAZOL-5-YL]VINYL} . 
15 BENZOIC ACID 



20 




A. 4- If 1 EV2-IY3-( 4-Fluorophenvn-l -rtetrahvdropyran-2-vn-lH-indazol-5- 
25 yllvinvUbenzoic Acid 

The title compound was prepared as described in Example 132 D, using 4- 
vinylbenzoic acid (0.296 g, 2.0 mmol) (0.284 g, 64% yield). 'H NMR (DMSO-d 6 ) 6 12.87 
(br s, 1H), 8.25 (s, 1H), 8.07 (m, 2H), 7.94 (m, 3H), 7.84 (d, 

1H), 7.74 (d, 2H), 7.63 (d, 1H), 7.40 (m, 3H), 5.94 (d, 1H), 3.92 (m, 1H), 3.81 (m, 1H), 
30 2.47 (m, 1H), 2.06 (m, 2H), 1.78 (m, 3H); ES-MS (m/z) 443 [M+l] + . 



B. 4-(flEV2-r(3-(4-FluorophenvlVlH-indazol-5-vnvinvUbenzoic Acid 

The title compound (0.163 g, 91% yield) was prepared as described in 
Example 132 E, using 4-{(l E)-2-[(3-(4-fluorophenyl)-l-(tetrahydropyran-2-yl)-lH- 
35 indazole-5-yl]vinyl}benzoic acid (0.221 g, 0.5 mmol). 'H (DMSO-d 6 ) 6 13.35 (br s, 1H), 
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added zinc chloride ( 1 1 .00 g, 80.7 mmol) in several portions, then it was heated at 220 °C 
for 22 hours. Once cooled to 1 80 °C, to the mixture was carefully added concentrated 
sulfuric acid (50 mL), acetic acid (70 raL), water (70 mL), and another portion of sulfuric 
acid (50 mL). The mixture was heated at 120°C overnight. It was poured into water 

5 (500 mL) and a white solid was precipitated. It was collected by filtration and was dissolved 
in ethyl acetate and washed with 5% sodium carbonate until pH of the aqueous phase 
reached S. The filtrate was basified with sodium carbonate and extracted with ethyl acetate. 
The combined ethyl acetate layers were dried over magnesium sulfate, filtered, and 
concentrated. The residue was then purified by chromatography (Si0 2 , 15-20% ethyl 

10 acetate/hexane) to provide the title compound (13.64 g, 46% yield). ! H NMR (CDCI 3 ) 8 
7.67 (m, 2H), 7.51 (d, 1H), 7.37 (dd, 1H), 7.14-7.20 (m, 2H>, 6.65 (d, 1H), 6.02 (br s, 2H); 
ES-MS (m/z) 296 [M+3] + , 294 [M+l] + . 

B. 5-Bromo-3-(4-fluorophenvlV 1 H-indazole 

15 To a solution of 2-amino-5-bromo-4-fluorobenzophenone (1 3.50 g, 45 .9 

mmol) in 6 N hydrochloride solution (400 mL) and tetrahydrofuran (500 mL) at -15 °C was 
slowly dropped a solution of sodium nitrite (4.12 g, 59.7 mmol) in water (20 mL). After 
stirring for 30 minutes in cold bath, to the reaction mixture was added a solution of tin(II) 
chloride dihydrate (2S.48 g, 126 mmol) in concentrated hydrochloric acid (70 mL) dropwise. 

20 A white solid precipitated immediately. After 30 minutes, the white solid was filtered, 
dissolved in ethyl acetate, and washed with saturated sodium bicarbonate. The filtrate was 
neutralized with sodium hydroxide and extracted with dichloromethane. The ethyl acetate 
and dichloromethane layers were combined, dried over magnesium sulfate, and concentrated. 
Crystallization from ethyl acetate gave the title compound as a white solid (5.266 g). The 

25 mother liquor was then purified by chromatography (Si0 2 , 15-30% ethyl acetate/hexane) to 
provide another batch of the title compound (3.429 g, total 8.695 g, 65% yield). ! H NMR 
(CDC1 3 ) 6 10.54 (br s, 1H), 8.11 (m, 1H), 7.87-7.92 (m, 2H), 7.50 (m, 1H), 7.34 (d, 1H), 
7.20-7.26 (m, 2H); ES-MS (m/z) 293 [M+3] + , 291 [M+l] + . 

30 C. 5-Bromo-3-(4-fluorophenvD-l -f tetrahvdropyran-2-vlVl H-indazole 

To a solution of 5-bromo-3-(4-fluorophenyl)-lH-indazole (8.00 g, 27.48 
mmol) in dried tetrahydrofuran (80 mL) under nitrogen at ambient temperature was added 
3,4-dihydro-2H-pyran (5.78 g, 68.7 mmol) and p-toluenesulfonic acid monohydrate (1.00 g, 
5.26 mmol). The reaction mixture was stirred at room temperature for 24 hours. It was 

35 quenched with dichloromethane and washed with 5% sodium carbonate and brine. The 
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» 

dichloromethane layer was dried over magnesium sulfate and concentrated. Crystallization 
from diethyl ether and hexane provided the title compound (8.47 g, 82% yield). 'H NMR 
(CDC1 3 ) 6 8.07 (t, 1H), 7.86-7.91 (m, 2H), 7.47-7.55 (m, 2H), 7.16-7.26 (m, 2H), 5.74 (dd, 
1H), 4.05 (m, 1H), 3.76 (m, 1H), 2.60 (m, 1H), 2.08-2.21 (m, 2H), 1.66-1.83 (m, 3H); ES- 
5 MS (m/z) 377 [M+3] + , 375 [M+l] + . ; 

D - 3-(4-Fluorophenyl)-5-(2-phenvlemvnvlV1-rt e trahvdropvran- 2-vIV1H-iT 1 H a7 nl f . 

A mixture of 5-bromo-3-(4-fluorophenyl)-l-(tetrahydropyran-2-yl)-lH- 
indazole (0.375 g, 1.0 mmol), triethylamine (1.5 mL), tri-o-tolylphosphine (0.122 g, 0.4 

10 mmol), tri(dibenzylideneacetone)dipaUadium(0) (0.092 g, 0.1 mmol) and phenylacetylene 
(0.204 g, 2.0 mmol) in dried acetonitrile (10 mL) under nitrogen was heated to reflux 
overnight. It was quenched with water and extracted with ethyl acetate. The extracts were 
dried over magnesium sulfate, filtered, and concentrated. The residue was then purified by 
chromatography (Si0 2 , 10-15% ethyl acetate/hexane) to provide the title compound (0.127 

15 g, 32% yield). 'H NMR (CDC1 3 ) 6 8.16 (t, 1H), 7.93-7.97 (m, 2H), 7.54-7.64 (m, 4H), 734- 
7.37 (m, 3H), 7.21 (t, 2H) 5.77 (dd, 1H), 4.08 (m, 1H), 3.79 (m, 1H), 2.62 (m, 1H), 2.11- 
2.21 (m, 2H), 1.57-1.83 (m, 3H); ES-MS (m/z) 397 [M+l] + . 

E - 3-(4-FluoronhenvlV5-r2-p henvlethvnvlVm-indazo1e 

20 To a solution of 3-(4-fluorophenyl)-5-(2-phenylethynyl)-l-(tetrahydropyran- 

2-yl)-lH-indazole in tetrahydrofuran (15 mL) was added 6 N hydrochloride solution (lOmL) 
and the mixture was stirred at ambient temperature overnight. After tetrahydrofuran was 
evaporated, the aqueous phase was neutralized with 5% sodium carbonate and extracted 
with ethyl acetate. The extracts were dried over magnesium sulfate, filtered, and 

25 concentrated. The residue was then purified by chromatography (SiO z , 1 5-30% ethyl 
acetate/hexane) to provide the title compound (0.071 g, 90% yield). 'H NMR (CDCL) 6 
10.19 (br, 1H), 8.20 (s, 1H), 7.94-7.98 (m, 2H), 7.55-7.61 (m, 3H), 7.48 (dd, 1H), 7.34- 
7.41 (m, 3H), 7.23 (t, 2H); ES-MS (m/z) 313 [M+l] + . 

30 



35 
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25 



EXAMPLE 129 

SYNTHESIS OF 5-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-3-BENZYL-4H- 

1,2,4-TRIAZOLE 




10 

The procedure described in example 123 using ethoxy[3-(4- 
fluorophenyl)(lH-indazol-5-yl)]methammine hydrochloride (200 mg, 0.62 mmol), 
txiethylamine (0.25 mL, 1.86 mmol) and phenyl acetic hydrazide (187mg, 1.25 mmol) was 
used to prepare the title compound (101 mg, 44% yield). 'H NMR (DMSO-d 6 ) 8 8.7 (s, 1H), 
15 8.05 (m, 3H), 7.5 (d, 1H), 7.2-7.5 (m, 7H), 4.15 (s, 2H), ES-MS(m/z) 370 [M+l] + . 

t 

EXAMPLE 130 

SYNTHESIS OF 2-[3-(4-FLUOROPHEN^)(lH-INDAZOL-5-YL)]-5-PHENYL-l,3,4- 

OXADIAZOLE 

20 



G 




A. 2-r3-f4-Fluorophenvl)(lH-indazol-5-vnV5-phenvl-L3.4-oxadia2ole 

To a solution of phenyl hydrazide (68 mg, 0.5 mmol) in pyridine (3 mL) was 

30 added N-acetyl,3-F-Phenyl-5-carbonyl chloride indazole (150 mg, 0.5 mmol). The solution 
was stirred overnight at room temperature when water (30 mL) was added and the solid was 
filtered and dried in a vacuum oven (40 °C). The solid was then taken up in thionyl chloride 
(20 mL) and refluxed for 3 hours when the solvent was removed. The crude reaction mixture 
was then chromatographed on silica gel eluting with 15% methanol in methylene chloride to 

35 recover the acetylated product. The solid was taken up in methanol (30 mL) and saturated 
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ammonium hydroxide (3 mL) and stirred at room temperature for 3 hours when it was 
diluted with water (100 mL) and filtered. The title product was then dried in a vacuum oven 
to give 90 mg of said material (50% yield). 'H NMR (DMSO-d 6 ) 6 13.7 (br s, 1H), 8.76 (s, 
1H), 8.23-8.14 (m, 3H), 8.10 (t, 2H), 7.83 (d, 1H), 7.68-7.62 (m, 3H), 7.43 (t, 2H); ES-MS 
5 (m/z) 357 [M+l] + . 

• - 

EXAMPLE 131 

SYNTHESIS OF 5-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5.YL)]-2-METHYL-l,3,4- 

OXADIAZOLE 

10 



15 




This was a byproduct isolated in the purification of Example 117, 5-[3-(4- 
fluorophenyl)(lH-indazole-5-yl)]-3-methyl-4H-l,2,4-triazole. 'H NMR (DMSO-d 6 ) 5 13.6 
(s, 1H), 8.55 (s, 1H), 8.0-8.08 (m, 3H), 7.8 (d, 1H), 7.4 (t, 2H), 2.5 (s, 3H), ES-MS (m/z) 
20 295 [M+1] + . 

EXAMPLE 132 

SYNTHESIS OF 3-(4-FLUOROPHENYL)-5-(2-PHENYLETHYNYL)- 1 H-IND AZOLE 

25 



30 




A. 2-Amino-5-bromo-4'-fluorobenzophenone 

To neat 4-fluorobenzoyl chloride (50.00 g, 315 mmol) in a flask at 130°C 
was added 4-bromoaniline (17.00 g, 100 mmol) in several portions. After it was stirred at 
35 130°C for 1 hour and the temperature was raised to 190°C, to the reaction mixture was 
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13.6 (s, 1H), 8.79 (s, 1H), 8.4 (s, 4H), 8.05-8.2 (m, 3H), 7.8 (d, 1H), 7.45 (t, 2H), ES-MS 
(m/z) 401 [M+l ] + . 

EXAMPLE 126 

5 SYNTHESIS OF 1- {5-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)](4H-l,2,4- 

TRIAZOL-3-YL)]-4-METHOXYBENZENE 



H 



10 




H 3 C-° 

15 

The procedure described in example 123 using ethoxy[3-(4- 
fluorophenyl)(lH-mdazol-5-yl)]methanimine hydrochloride (400 mg, 1.25 mmol), . 
triethylarnine (0.5 mL, 3.7 mmol) and 4-methoxy benzhydrazide (415mg, 2.5 mmol) was 
20 used to prepare the title compound (175 mg, 37% yield). 'H NMR (DMSO-d 6 ) 5 13.5 (s, 
1H), 8.71 (s, 1H), 8.16 (d, 1H), 8.0-8.1 (m, 4H), 7.75 (d, 1H), 7.45 (t, 2H), 7.1 (d, 2H), 
3.88 (s, 3H), ES-MS (m/z) 386 [M+l] + . 



EXAMPLE 127 

25 SYNTHESIS OF ETHYL-2-{5-[3-(4-FEUOROPHE*T^ 

1 ,2,4-TRIAZOL-3-YL> ACETATE 



30 



H 3 C 




35 
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The procedure described in Example 123 using ethoxy[3-(4- 
fluorophenylX 1 H-indazole5-yl)]methardmine hydrochloride (400 mg, 1 -25 mmol), 
triethylamine (0.5 mL, 3.7 mmol) and 4-methoxy benzhydrazide (415mg, 2.5 mmol) was 
used to prepare the title compound (195 mg, 43% yield). >H NMR (DMSO-d 6 ) 8 13.5 (s, 
5 1H), 8.62 (s, 1H). S.05 (t, 3H), 7.65 (d, 1H), 7.41 (t, 2H), 4.15 (q, 2H), 3.9 (s, 2H), 1.2 (t, 
3H), ES-MS (m/z) 366 [M+l] + . 

EXAMPLE 128 

SYNTHESIS OF 4-{543<4-FLUOROPHENYL)-lH-INDAZOL-5-YL3-4H-U,4- 
10 TRIAZOL-3 -YL} PHENYLAMINE 



15 




20 To a flask containing 5-[3-(4-fluorophenyl)(lH-indazol-5-yl)]-3-(4- 

mtrophenylMH-l^-triazole (60 mg) was added ethyl acetate (15 ml). The flask was 
evacuated and purged with nitrogen. To the flask was added palladium on carbon catalyst 
(lOmg). The reaction was placed under a hydrogen atmosphere and allowed to stir 
overnight. The reaction was filtered through celite and the organic layer was concentrated. 

25 The product was purified by HPLC to yield the title compound (15 mg, 26% yield). 'H 
NMR (DMSO-d 6 ) & 13.5 (s, 1H), 8.65 (s, 1H), 8.1 (d, 1H), 8.05 (t, 2H), 7.77 (d, 2H), 7.7 
(d, 1H), 7.4 (t, 2H), 6.7 (d, 2H), ES-MS (m/z) 371 [M+l] + . 



30 



35 



- 118- 



SDOCID <WO 0210137A3JA> 



WO 02/010137 PCT/U SO 1/23890 

The procedure described in example 119 using ethoxy[3-(4- 
fmorophenyl)(lH-indazole-5-yl)]memanimine hydrochloride (200 mg, 0.62 mmol), 
triethylainine (0.25 mL, 1.86 mmol) and isonicotinic acid hydrazide (171.42 mg, 1.25 mmol) 
was followed to yield the title compound (34 mg, 15% yield). 'H NMR (DMSO-d^) 8 13.6 
5 (s, 1H), 8.78-8.82 (m, 3H), 8.05-8.25 (m, SH), 7.8 (d, 1H), 7.45 (t, 2H), ES-MS (m/z) 357 
[M+l] + . 



EXAMPLE 123 

SYNTHESIS OF 3-(4-CHLOROPHENYL)-5-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5- 
10 YL)]-4H-l,2,4-TRIAZOLE 



15 




To a sealed tube containing ethoxy[3-(4-fluorophenyl)(lH-indazol-5- 
yl)]methanimine hydrochloride (300 mg, 0.94 mmol) dissolved in ethanol (15 mL) and 
triethylainine (0.3 uL, 2.82 mmol) was added 4-chlorobenzoic hydrazide (213 mg, 1.25 
mmol). The tube was sealed and allowed to stir at 75 °C overnight. The solvent was removed 
and the material was purified by HPLC to yield the title compound (46 mg, 19% yield). 'H 
NMR (DMSO-d 6 ) 8 13.5 (s, 1H), 8.75 (s, 1H), 8.0-8.2 (m, 5H), 7.76 (d, 1H), 7.6 (m, 2H), 
7.4-7.42 (t, 2H), ES-MS (m/z) 390 [M+l] + . 



30 



35 

t 
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EXAMPLE 124 

SYNTHESIS OF 5-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-3-PROPYL-4H- 

1,2,4-TRIAZOLE 



10 



H 3 C 




The procedure described in example 123 using ethoxy[3-(4- 
fluorophenyl)(lH-mdazol-5-yl)]memaniinine hydrochloride (200 mg, 0.62 mmol), 
15 triethylamine,(0.25 mL, 1.86 mmol) and butyric acid hydrazide (127. 7 mg, 1.25 mmol) was 
used to prepare the title compound (16 mg, 8% yield). »H NMR (DMSO-d 6 ) 8 13.5 (s,lH), 
8.6 (s, IH), 8.0-8.1 (m, 3H), 7.68-7.7 (d, 1H), 7.42 (t, 2H), 2.7 (t, 2H), 1.75 (m, 2H), 0.95 
(t, 3H), ES-MS (m/z) 322 [M+l] + . 



20 



EXAMPLE 125 

SYNTHESIS OF 5-[3-(4-FLUOROPHENYL)(lH-INDAZOLE-5-YL)]-3-(4- 

NITROPHENYL)-4H- 1,2,4-TRIAZOLE 



25 



30 



N0 2 




The procedure described in example 123 using ethoxy[3-(4- 
fluorophenyl)(lH-mdazole-5-ylyimemanimine hydrochloride (400 mg, 1.25 mmol), 
triethylamine (0.5 mL, 3.7 mmol) and 4-nitrobenzoic hydrazide(452 mg, 2.5 mmol) was used 
35 to prepare the title compound (167 mg, 33% yield). 'H NMR (DMSO-d,) 8 14.9 (bs, 1H), 
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EXAMPLE 119 
SYNTHESIS OF l-{5-[3-(4-FLUOROPHENYL)- 
lH-INDAZOLE-5-YL]-4H-l ,2,4-TPJAZOL-3-YL} PROPAN-2-OL 



10 



H 3 C 



HO 




To a sealed tube containing ethoxy[3-(4-fluorophenyl)(lH-indazole-5- 
yl)]methanimine hydrochloride (300 mg, 0.94 mmol) dissolved in ethanol (15 mL) and 
15 triethylamine (0.3 ul, 2.82 mmol) was added a solution of 3-hydroxybutyric acid hydrazide 
(1 90 mg, 1 .5 mmol) in ethanol. The reaction was sealed and allowed to stir at 70°C 
overnight. Solvent was removed and the product was purified via HPLC to yield the title 
compound. ! H NMR (DMSO-d 6 ) 6 8.7 (s, 1H), 8.1 (m, 3H), 7.75 (d, 1H), 7.4 (t, 2H), ES- 
MS (m/z) 338 [M+l] + . 

20 

EXAMPLE 120 

SYNTHESIS OF 5-{3-(4-FLUOROPHENYL)(lH-INDAZOLE-5-YL)]-3-PHENYL-4H- 

1,2,4-TRIAZOLE 



30 




The procedure described in example 119 using ethoxy[3-(4- 
fluorophenyl)(lH-indazole-5-yl)]methanimine hydrochloride (200 mg, 0.62 mmol), 
35 triethylainine (0.25 mL, 1 .86 mmol) and benzoic hydrazide (170 mg, 1 .25 mmol) was 

t 
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followed to yield the title compound (105 mg, 48% yield). l H NMR (DMSO-d 6 ) 8 13.5 (br 
s, 1H), 8.74 (s, 1H), 8.0-8.2 (m, 5H), 7.75 (d, 1H), 7.35-7.6 (m, 5H), ES-MS (m/z) 356 
[M+lf. 

EXAMPLE 121 

SYNTHESIS OF 2-{5-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]-4H-l,2,4- 

TRIAZOL-3-YL} FURAN 



10 




15 



The procedure described in example 119 using ethoxy[3-(4- 
fluorophenyl)(lH-mdazol-5-yl)]memammine hydrochloride (200 mg, 0.62 mmol), 
triethylainine (0.25 mL, 1.86 mmol) and 2-furoic acid hydrazide (157.6 mg, 1.25 mmol) was 
20 followed to yield the title compound (32 mg, 15% yield). *H NMR (DMSO-d 6 ) 8 14.8 (br s, 
1H), 13.5 (s, 1H), 8.7 (s, 1H), 8.0-8.15 (m, 3H), 7.78 (s, 1H), 7.75 (d, 1H), 7.4 (t, 2H), 7.0 
(br s, 7.0), 6.65 (s, 1H), ES-MS (m/z) 346 [M+l j + . 

EXAMPLE 122 

25 SYNTHESIS OF 5-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-3-(4-PYRIDYL)- 

4H- 1,2,4-TRIAZOLE 



30 




35 
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EXAMPLE 117 
SYNTHESIS OF 5-[3K4-FLUOROPHENYL)(lH-I^ 

1,2,4-TRIAZOLE 




A. [ 3-f4-FluoroDhenvDinden-5-vlVN-lfiminoethvnainino1carboxamide 

To a flask containing N-ainino[3-(4-fluorophenyl)(lH-indazol-5- . 
yl)]carboxamide (196 mg, 0.73 mmol) under a nitrogen atmosphere was added anhydrous 

15 ethanol (3mL) and triethylamine (0.1 mL, 0.73 mmol). In a separate flask ethyl acetimidate 
hydrochloride ( 90 mg, 0.73 mmol) was dissolved in anhydrous ethanol (2 mL) and 
triethylamine (0.1 mL, 0.73 mmol). The flask containing theN-aminb[3-(4-fluorophenyl)(lH- 
indazole-5-yl)]carboxamide solution was placed on ice while the ethyl acetimidate 
hydrochloride solution was added dropwise to the chilled flask. The flask was kept at 0°C 

20 for 2 hours and then allowed to stir at room temperature for two days. LC-MS indicated the 
reaction was complete. The solvent was removed and the compound was taken on crude into 
the next step of the synthesis. ES-MS m/ z 312 [M+H] + . 

* 

B. 5>r3-(4-Fluorophenvl¥lH>indazole-5-vniO-methvMH-l,2>4-triazole 
25 In a flask containing [3-(4-fluorophenyl)inden-5-yl] -N- 

{(iminoethyl)amino]carboxamide (81 mg, 0.26 mmol) under a nitrogen atmosphere was 
added anhydrous dimethylformamide (5 mL). This was heated overnight at 1 10°C. In an 
additional flask [3-(4-fluorophenyl)inden-5-yl]-N- {(iminoethyl)amino]carboxamide (105 
mg, 0.33mmol) was heated overnight in anhydrous dimethylformamide (5 mL) at 80°C. The 
30 solvents for both reaction were removed and the products combined. The combined product 
was purified by HPLC (20-100 acetonitrile gradient over 30 minutes at 20 mL/min) to yield 
the title compound (19 mg, 11% yield). l H NMR (DMSO-d 6 ) 8 13.5 (s, 1H), 8.6 (s, 1H), 8.0- 
8.08 (m, 3H), 7.7 (d, 1H), 7.42 (t, 2H), 2.5 (s, 3H), ES-MS m/z 294 [M+H] + . 
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EXAMPLE 118 

SYNTHESIS OF 5-{3-(4-FLUOROPHENYL)(lH-lNDAZOLE-5-YL)]. 

3 -(METHYLETHYL)-4H- 1 ,2,4-TRIAZOLE 



10 



H 3 C 




A. Ethoxvr3-( 4-fluorophenvlV 1 H-indazole-5-vD1methanim ine hydrochloride 

To a flask containing 3-(4-fluorophenyMH-indazole-5-carbonitrile (200 mg, 
0.84 mmol) was added absolute ethanol (15 mL). The flask was placed in an ice bath and 
1 5 into the flask was bubbled hydrochloric acid gas until the solution became saturated. The 
reaction was allowed to stir under a nitrogen atmosphere overnight. LC-MS showed the 
reaction was complete. The solvent was removed and left on the pump to dry. The product 
was taken on crude into the next step of the synthesis ES-MS (m/z) 284. 

20 B. 5-f3-f4-FluorophenvMlH^^ 

To a flask containing ethoxy[3-(4-fluorophenyl)(lH-indazole-5- 
yl)]methanimine hydrochloride (106 mg, 0.37 mmol) was added absolute ethanol (2.5 mL) 
and triethylamine (0.15 mL, 1.1 lmmol). The flask was placed on ice and to the flask was 
added a solution of isobutyric acid hydrazide (37.7 mg, 0.37mmol) in absolute ethanol was 

25 heated at 60 °C for fifteen hours. An additional two equivalents of the isobutyric acid 
hydrazide (75 mg, 0.74 mmol) and triethylamine (0.2 mL, 1.35 mmol) was added to the 
reaction and allowed to stir overnight. Reaction was continuing to progress slowly, two 
equivalents of the isobutyric acid hydrazide (75 mg, 0.74 mmol) and triethylamine (0.2ml, 
1.35 mmol) were added to the reaction and allowed to stir overnight. The reaction was 

30 stopped. Solvent was removed by rotary evaporation arid the product was purified by HPLC 
to yield the title compound (53 mg, 45% yield). *H NMR (DMSO-d 6 ) 8 13.5 (s, 1H), 8.6 
(s,lH), 8.0-8.1 (m, 3H), 7.7 (m, 1H), 7.35-7.5 (m, 2H), 1.4 (m, 7H), ES-MS (m/z) 322 
[M+lf. 
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To a flask containing N-[(tert-butoxy)carbonylamino] [3-(4-fluorophenyl)(lH- 
indazol-5-yl)]carboxamide (230 mg, 0.62 mmol) was added 4 N HC1 in dioxane (6 raL). 
The reaction was allowed to stir for four hours. The reaction was treated with 10% sodium 
hydroxide solution to make the reaction slightly basic. The solvent was removed and the 
5 reaction was diluted with water and extracted with ethyl acetate. The organic layer was dried 
with magnesium sulfate, filtered and concentrated to yield the title compound (153 mg, 91.6 
% yield). l H NMR (DMSO-d 6 ) 6 13.5 (s, 1H), 9.9 (s, 1H), 8.55 (s, 1H), 8.1 (m, 2H), 7.9 (d, 
1H), 7.65 (d, 1H), 7.4 (t, 2H), 4.5 (bs, 1H), 3.6 (s, 1H), ES-MS m/z 271 [M+H] + . 

10 EXAMPLE 115 

N-(2-CARBAMOYLETHYL)[3 -(4-FLUOROPHENYL)(lH-INDAZOL-5- 

YL)] C ARBOXAMIDE 



H 



15 




F 

20 

A. Tert-butvl 3- (ri-acetvl-3-(4-fluorophenylV lH4ndazol-5-vl1carbonvlamino) . . 
propanoate 

The title compound was prepared as described in Example 91 A, using H-p- 
25 Ala-O-tert-butyl hydrochloride (249 mg, 1.90 mmol) and l-acetyl-3-(4-fluorophenyl)-lH- 
indazole-5-carbonyl chloride (300 mg, 0.947 mmol). The reaction mixture was extracted 
with 5% sodium carbonate and ethyl acetate to afford the title compound (115 mg, 28%). 
ES-MS (m/z) 426[M+1] + . 

30 B. N-(2-carbamovlethvnr3-r4-fluorophenvl¥lH-indazol-5>vn]carboxainide 

A sealed tube containing tert-butyl 3-{[l -acetyl-3-(4-fluorophenyl)-lH- 
indazol-5-yl]carbonylamino}propanoate (115 mg, 0.270 mmol) and methanol saturated with 
ammonium hydroxide (2 mL) was heated to 80 °C for 18 hours. The solution was condensed 
to give an oil. The oil was dissolved in dimethyl formamide (5 mL) with N-N'- 

35 carbonyldiimidazole (110 mg). The solution was allowed to stir for two hours at ambient 
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temperature. Ammonium acetate (160 mg) was added and the reaction mixture was allowed 
to stir at ambient conditions under nitrogen for 1 8 hours. The mixture was condensed and 
extracted with 5% sodium bicarbonate and ethyl acetate. The extracts were dried over 
sodium sulfate, filtered and condensed to give the title compound (17 mg, 19% yield) after 
purification by preparative-HPLC. 'H NMR (DMSO-d 6 ) 5 8.65 (br s, 1H), 8.47 (s, 1H); 8.00 
(m, 2H), 7.84 (d, 1H), 7.59 (d, 1H), 7.43 (br, 1H), 7.35 (t, 2H), 6.84 (s, 1H), 3.45 (m, 2H), 
2.39 (m, 2H); ES-MS (m/z) 327[M+1] + . 

EXAMPLE 116 

N-(3-CARBAMOYLPROPYL)[3-(4-FLUOROPHENYL)(lH-INDAZOL-5- 

YL)] C ARBOXAMIDE 



15 



H 2 N 




20 A - Methyl 4-{ri-acetvl-3-r4- fluoroDhenvlVlH-indazol-S-vncarbonvlamino>butanoate 

The title compound was prepared as described in Example 91 A, using methyl 
4-amino butyrate hydrochloride (291 mg, 1.90 mmol), except that the solution was extracted 
with 5% sodium bicarbonate solution and ethyl acetate. The resulting solid was triturated 
with dichloromethane and hexanes to afford the title compound (95 mg, 25%). ES-MS (m/z) 

25 398[M+1] + . 

B - N-(3-carbamovlprop [ 3 -( 4-fluorophenvl V 1 H-indazole-5-vlVlcarboxamide 

A sealed glass bomb containing methyl 4-{[l-acetyl-3-(4-fluorophenyl)-lH- 
indazole-5-yl]carbonylamino}butanoate (95 mg, 0.239 mmol) in methanol with saturated 
30 ammonia (7 mL) was heated to 80°C for 1 8 hours. The reaction mixture was condensed and 
the resulting solid was purified by HPLC to afford the title compound (35 mg, 43% yield). 
'H NMR (DMSO-dg) 6 13.43 (br s, 1H), 8.50 (s, 1H), 8.04 (m, 2H), 7.87 (d, 1H), 7.58 (d, 
1H), 7.37 (t, 1H), 7.29 (s, 1H), 6.75 (br s, 1H), 3:75 (m, 2H), 2.09 (t, 2H), 1.73 (t, 2H); ES- 
MS (m/z) 341 [M+l] + . 

35 
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EXAMPLE 1 1 1 

SYNTHESIS OF [3<4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N-[2-(l- 
M ETHYLIMID AZOL-5-YL)ETHYL] C ARBOXAMIDE) 



10 




The product was synthesized as described in Example 109 using l-acetyl-3- 
(4-fluorophenyI)-lH-indazole-5-carbonyl chloride (142.5 mg, 0.45 mmol) and 3- 
1 5 methylhistamine 1 OOmg, 0.5 mmol). The product was purified by semipreparative HPLC 
(20-80% acetonitrile gradient over 30 minutes at.20mL/min) to yield the title compound (52 
mg, 32 % yield). 'H NMR (DMSO-d 6 ) 6 8.85 (s, 1H), 8.5 (s, 1H), 8.05 (m, 2H), 7.9 (d, 1H), 
7.7 (d, 1H), 7.4 (m, 3H), 3.9 (s, 3H), 3.6 (m, 2H), 3.0 (m, 2H). ES-MS m/z 364 [M+l ] + . 

20 EXAMPLE 112 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N-(2- 

P YRID YLMETHYL)C ARB OXAMIDE 



H 



25 




To a flask containing l-acetyl-3-(4-fluorophenyl)-lH-indazole-5-carbonyl 
chloride (300 mg, 0.95mmol) dissolved in pyridine (4 mL) was added 2-aminomethyl 
pyridine (106 ul, 1 .02 mmol). The reaction was allowed to stir under a nitrogen atmosphere 
overnight. LCMS indicated the reaction was complete. Solvent was removed and water was 
35 added to the flask. A solid crashed out of solution that was collected by filtration. The 
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product was purified by column chromatography (Si0 2 , 5% methanol in dichloromethane). 
The solid was taken up in 3 % ammonia in methanol solution (8 mL) and allowed to reflux at 
60 °C for three hours. The reaction was neutralized with 1 N HC1 solution and extracted with 
Ethyl Acetate. The organic layer was dried with magnesium sulfate, filtered and concentrated 
5 to yield the title compound (106 mg, 32 % yield). »H NMR (DMSO-d 6 ) 6 13.5 (s, 1H), 9.3 
(t, 1H), 8.65 (s, 1H), 8.5 (d, 1H), 8.1 (m, 2H), 8.0 (d, 1H), 7.75 (t, 1H), 7.65 (d, 1H), 7.4 (m, 
3H), 7.25 (t, 1H), 4.6 (d, 2H), ES-MS m/z 368 [M+l] + . 

EXAMPLE 113 

10 SYNTHESIS OF N-[(TERT-BUTOXY)CARBONYLAMINO] [3-(4-FLUOROPHENYL) 

( 1 H-IND AZOL-5 - YL)] C ARBOXAMLDE 



H 



15 




F 



The product was synthesized as described in Example 109 A using 1-acetyl- 
3-(4-fluorophenyl)-lH-indazole-5-carbonyl chloride (500 mg, 1.58 mmol) and tert-butyl 
carbazate (230 mg, 1.74 mmol). 'H NMR (DMSO-d 6 ) 6 10.35 (s, 1H), 8.95 (s, 1H), 8.4 (s, 
1H), 8.1 (m, 2H), 7.9 (d, 1H), 7.65 (d, 1H), 7.4 (t, 2H), 1.3-1.5 (m, 9H), ES-MS m/z 371 
[M+l]*. 

EXAMPLE 114 

SYNTHESIS OF N-AMINO[3-(4-FLUOROPHENYL)(l H-INDAZOL-5- 

YL)] C ARB OXAMGDE 
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formation. Solvent was removed by rotary evaporation. The reaction was treated with water 
and the product was extracted with ethyl acetate and dichloromethane. The organic layers 
were combined and washed with saturated aqueous sodium carbonate solution and brine. 
The organic layer was dried with magnesium sulfate, filtered and concentrated to yield the 
product. This was purified by semi-preparative HPLC. The product was washed with a 
sodium bicarbonate solution to remove the TFA salt to yield the title compound (37.3 mg, 
13.5% yield). ! H NMR (DMSO-dg) 6 8.6 (m, 1H), 8.5 (m, 1H), 8.0 (m, 2H), 7.9 (m, 1H), 
7.7 (m, 1H), 7.4 (m, 2H), 3.3 (m, 4H), 3.1 (m, 2H), 2.3 (in, 6H), 1.6 (m, 2H) ES-MS m/z . 
383 [M+l ] + . 

EXAMPLE 109 

SYNTHESIS OF [3K4-FLUOROPHENYL)(lH-INDAZOL-5-YL)}-N-(3- 

PYIUDYLMETHYL)CARBOXAMIDE 




To a flask containing l-acetyl-3-(4-fluorophenyl)-lH-indazole-5-carbonyl 
chloride (300 mg, 0.95mmol) dissolved in pyridine (4 mL) was added 3-aminomethyl 

25 pyridine (106 jud, 1.05 mmol). The reaction was allowed to stir under a nitrogen atmosphere 
overnight. LCMS indicated the reaction was complete. Solvent was removed and water was 
added to the flask. A solid crashed out of solution that was collected by filtration. The solid 
was taken up in a 3% ammonia in methanol solution (8mL) and allowed to reflux at 60°C 
for three hours. The reaction was neutralized with 1 N HC1 solution and extracted with ethyl 

30 acetate. The organic layer was dried with magnesium sulfate, filtered and concentrated to 
yield the title compound (134 mg, 41% yield). *H NMR (DMSO-d 6 ) 6 13.5 (s, 1H), 9.2 (s, 
1H), 8.6 (m, 2H), 8.5 (s, 1H), 8.1 (m, 2H), 7.95 (d, 1H), 7.65 (d, 1H), 7.6 (m, 1H), 7.4 (m, 
3H), 4.6 (m, 2H) ES-MS m/z 347 [M+l] + . 

35 



-105- 



0210137A3JA> 



PCT/US01/23890 

WO 02/010137 

P.y AMPLE 110 

SYNTHESIS OFN-[((2R)-2-HYDROXYCYCLOHEXYL)METHYL] [3-(4- 
FLUOROPHENYL) (lH-INDAZOL-5-YL)]CARBOXAMIDE 



10 




To a flask containing i-acetyl-3-(4-fluorophenyl)-lH-indazole-5-carbonyl 
chloride (330 mg, 0.95mmol) dissolved in pyridine (6 mL) was added trans-2-aminomethyl- 
15 1-cyclohexanol (135.6 mg, 1.05 mmol). The reaction was allowed to stir under a mtrogen 
atmosphere overnight. Solvent was removed and the reaction was extracted with ethyl 
acetate The organic phase was washed with a saturated aqueous solution of sodium 
bicarbonate, dried with magnesium sulfate, filtered and concentrated to yield the crude 
product The product was purified by column chromatography (Si0 2 , 5% methanol m 
20 dichloromethane). The compound was taken up in a 3% ammonia in methanol solution 
(8mL) and allowed to reflux at 60°C for three hours. The reaction was neutralized with 1 N 
HC1 solution and extracted with ethyl acetate. The organic layer was dried with magnesium 
sulfate filtered and concentrated to yield the title compound (240 mg, 69% yield). «H NMR 
(DMSO-d 6 ) 6 13.5 (s, 1H), 8.6 (s, 2H), 8.1 (m, 2H), 7.9 (d, 1H), 7.6 (d, 1H), 7.4 (m, 2H), 
25 4.8 (s, 1H), 3.5 (m, 1H), 3.2 (m, 1H), 1.8 (m, 2H), 1.6 (m, 2H), 1.4 (m, 2H), 0.8-1.0 (m, 
3H), ES-MS m/z 368 [M+l] + . 



30 



35 
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EXAMPLE 106 
SYNTHESIS OF 3-(4-FLUOROPHENYL)- 
1H-INDAZOLE-5-CARBOHYDROXAMIC ACID 



HO 



10 




A. 3-f 4-fluorophenvlV 1 H-indazole-5-carbohvdroxamic acid 

To a solution containing [3-(4-fluorophenyl)(lH-indazol-5-yl)]-N- 
15 phenylmethoxy)carboxamide (140 mg, 0.388 mmol) in ethyl acetate (10 mL) was added 
palladium on activated carbon (10%, 30mg). The reaction mixture was stirred at ambient 
temperature for 1 8 hours. It was filtered with celite and washed with ethyl acetate. The 
filtrate was concentrated to give the title compound (35 mg, 33%). ES-MS (m/z) 272 
[M+l] + . 



20 



25 



EXAMPLE 107 
SYNTHESIS OF N-(2H-l,2,3,4-TETRAZOL-5-YL) 
[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]CARBOXAMIDE 




30 

A. N-f2H-1.2.3 1 4-Tetrazol-5-vnr3-(4-fluorophenvlVlH-mdazol-5-vni carboxamide 

The title compound was prepared as described in Example 86 A, except that 
4-(dimethylamino)pyridine was omitted, and purified by preparative HPLC (20 mg, 6% 
yield). 'H NMR (DMSO-d 6 ) 8 13.61 (br s, 1H), 12.52 (br s, 1H), 8.89 (s, 1H), 8.06 (m, 3H), 
35 7.71 (d, 1H), 7.40 (t, 2H); ES-MS (m/z) 324 [M+lf. 
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EXAMPLE 108 

SYNTHESIS OF {3-(4TLUOROPHENYL)(lH-INDAZOL-5-YL)}-N-(3-MORPHOLIN- 

4-YLPROPYL)CARBOXAMIDE 



10 




A. 1 - Acetvl-3-(4-fluorophenvlVlH-indazole-5-c arboxvlic acid 

To a flask containing 3-(4-fluorophenyl)-lH-indazole-5-carboxylic acid (5.0 
g, 0.02 mol) was added acetic acid (100 mL). The flask was placed under nitrogen and to the 
15 flask was added acetic anhydride (5.6 mL, 0.06 mol). The reaction refluxed at 80° C for 
three hours. The flask was cooled to room temperature and the reaction was diluted with 
water. The product was collected by vacuum filtration and rinsed with additional amounts of 
water to yield the title compound (5.96g, 1 00% yield) l H NMR (DMSO-d 6 ) 6 8.6 (s, 1H), 
8.45-8.5 (d, 1H), 8.2-8.25 (d, 1H), 8.1 (m 5 2H), 7.5 (t, 2H), 2.8 (s, 3H). 

20 

B. 1 -Acetvl-3-f4-fluorophenvl)-lH-indazole-5-ca rbonvl chloride 

To a flask containing l-acetyl-3-(4-fluorophenyl)-lH-indazole-5-carboxylic 
acid (1.5g, 5.9 mmol) was added dichloromethane (80 mL) and oxalyl chloride (1.02 mL, 
11.7 mmol). The reaction was allowed to stir under a nitrogen atmosphere overnight. To the 
25 flask was added a catalytic amount of DMF. The reaction was allowed to stir for three 
hours. TLC indicated reaction was complete. The solvent was removed and a solid formed 
to yield the title compound (1.57g, 84% yield). 

C. (3-(4-FluorophenvnflH-indazol-5-vl)^-N-n-morp hoHn-4-vlpropvl)carboxamide 
30 To a flask containing a solution of 4-(3-Aminopropyl)-morpholine (1 17 ul, 

0.79 mmol) in pyridine (1 mL) was added l-acetyl-3-(4-fluorophenyl)-lH-indazole-5- 
carbonyl chloride (230 mg, 0.72 mmol) dissolved in pyridine (5 mL). The reaction was 
allowed to stir under a nitrogen atmosphere overnight. The reaction was not complete so an 
additional equivalent of 4-(3-Aminopropyl)-morpholine (100 ul, 0.72 mmol) was added. The 
35 reaction was allowed to stir at room temperature overnight. LCMS showed the product 
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EXAMPLE 103 
SYNTHESIS OF 3-(4-FLUOROPHENY^ 

KETONE 




A. tert-Butvl 4-iTl -acetvl-3-f 4-fluorophenvlV lH-indazol-5- 
vllcarbonvllpiperazinecarboxvlate 

15 The title compound (130 mg, 32%) was prepared as described in Example 

100 A, using tert-butyl 1-piperazine carboxylate (129 mg, 0.694 mmol) and trituration with 
dichloromethane and hexanes. ES-MS (m/z) 482 [M+l] + . 

m * 

B. 1 -Acetvl-3-( 4-fluorophenvlV5'fpiperazinvlcarbonvlV IH-indazole 

20 The title compound was prepared as described in Example 100 B, except that 

the solid was purified by trituration with dichloromethane and hexanes (120 mg). ES-MS 
(m/z) 367[M+1] + . 

C. 3-(4-Fluorophenvl¥lH-indazol-5-vDpiperazinvl ketone 

25 The title compound was prepared as described in Example 14 B, using 0.3% 

ammonium hydroxide in methanol (6 mL). The methanol was then removed and the resulting 
solid was purified by trituration with dichloromethane and hexanes to afford the title 
compound (24 mg, 23%). ! H NMR (DMSO-d 6 ) 6 13.53 (s, 1H), 8.1 1 (s, 1H), 8.00 (m, 
2H), 7.62 (d, 1H), 7.44 (m, 1H), 7.34 (m, 2H), 3.72 (br, 4H), 3.10 (m, 4H); ES-MS (m/z) 

30 325 [M+lf. 



35 
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F Y AMPLE 104 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N- 

(PHENYLMETHOXY)CARBOXAMIDE 



10 




A. f^-^FluorophenvlVlH-indazol-S-vni-N-fphenvlin ethoxv^carboxainide.. 

The title compound (166 mg, 73%) was prepared as described in Example 
15 102 A, except that an additional drop of ammonium hydroxide was added. ES-MS (m/z) 362 
[M+l] + . 

EXAMPLE 105 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-E«JDAZOL-5-YL)]-N-(2- 
20 HYDROXYPROPYL)CARBOXAMIDE 



25 



H 3 C 




A. [^-^-fluorophenvnnH-inda^ol-S-vm-N -^-hvdroxvDropvncarboxamide 
30 The title compound (68 mg, 28% yield) was prepared as described in 

Example 86 A, using l-amino-2-propanol (64 mg, 0.852 mmol) and triethyl amine (3 drops) 
in lieu of 4-(dimemylammo)pyri<iine. ES-MS (m/z) 314[M+1] + . 



35 
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EXAMPLE 100 

SYNTHESIS OF N-(3-AMlNOETHYL)[3-(4-FLUOROPHENYL) 

(lH-INDAZOL^-YL)]CARBOXAMIDE 




A. N- (2-r(tert-Butoxvtearbonvlamino1ethvl} r3~r4-flxiorophenvl¥lH-indazol«5- 
vPlcarboxamide 

The title compound was prepared as described in Example 91 A* using N-(2- 
aminoethyl)carbamic acid tert-butyl ester (400 mg, 2.52 mmol), except that the reaction 
15 mixture was extracted with 5% sodium carbonate and ethyl acetate. The extracts were dried 
over sodium sulfate, filtered and condensed to afford the title compound. The solid was 
taken on to the following step without purification. ES-MS (m/z) 399 [M+l] + . 

B. N-(3~Aminoethv>r3-(4-fluorophenvl)flH-indazol-5-vni carboxaTriide 

20 The solid from Example 100 A was dissolved in tetrahydrofuran (3mL) and 

trifluoroacetic acid (6 mL) and allowed to stir at ambient temperature for 18 hours. The 
reaction mixture was neutralized and extracted with 5% sodium carbonate and ethyl acetate. 
The extracts were dried over sodium sulfate, filtered and condensed to afford the title 
compound (150 mg, 80% overall). ES-MS (m/z) 299 [M+l] + . 

25 

EXAMPLE 101 

SYNTHESIS OF N-(3-AMINOPROPYL)[3-(4-FLUOROPHENYL) 

(lH-INDAZOL-5-YL)]CARBOXAMIDE 
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A. N-(3-f(tert-Butoxv')carbonvlaminolDropvU["3-r4-fluorophenvl¥lH-indazol-5- 
vDcarboxamide 

The title compound was prepared as described in Example 100 A, using N- 
(2-aminopropyl)carbamic acid tert-butyl ester (430 mg, 2.52 .mmol) and was taken on to the 
5 next step. ES-MS(m/z) 413 [M+l] + . 

B. N-(3-AminopropvD |"3-(4-fluorophenvl > >( 1 H-indazole-5-vl)1 carboxamide 

The title compound was prepared as described in Example 100 B (193 mg, 
97% overall). 'H NMR (DMSO-d 6 ) 6 13.50 (s, 1H), 8.78 (m, 1H), 8.52 (s, 1H), 7.90 (m, 
10 6H), 7.36 (m, 2H), 2.83 (m, 2H), 1.80 (m, 2H), 1.96 (s, 1H), 1.13 (m, 1H); ES-MS (m/z) 
313 [M+l] + . 

EXAMPLE 102 

SYNTHESIS OF 3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL) PYRROLIDINYL 
15 KETONE 



20 




25 A. 3-(4-Fluorophenvr)nH-indazol-5-vr) pvrrolidinyl ketone 

The title compound was prepared as described in Example 91 A, using 
pyrrolidine (49.3 mg, 0.694 mmol). After 18 hours of reaction time, ammonium hydroxide 
(3 drops) was added to the solution. Stirring continued for an additional 2 hours. The 
reaction mixture was extracted with 5% sodium carbonate and ethyl acetate. The extracts 

30 were dried over sodium sulfate, filtered and condensed to give an oil. The oil was purified by 
trituration with dichloromethane and hexanes to provide the title compound (129 mg, 66% 
yield). 'H NMR (DMSO-d 6 ) 6 13.39 (s, 1H), 8.14 (s, 1H), 8.00 (m, 2H), 7.55 (q, 2H), 7.32 
(t, 2H), 3.44 (m, 4H), 1.79 (m, 4H); ES-MS (m/z) 310 [M+l] + . 

35 
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sulfate, filtered and condensed to afford the title compound after trituration with hexanes 
(55 mg, 47%). 'H NMR (DMSO-d 6 ) 6 13.47 (s, 1H), 9.25 (s, 1H), 8.61 (s, 1H), 8.47 (m, 
2H), 7.92 (m, 3H), 7.62 (d, 1H), 7.32 (m, 4H), 4.52 (m, 2H); ES-MS (m/z) 347 [M+l] + . 

EXAMPLE 97 

SYNTHESIS OF 2-(4-{[3-(4-FLUOROPHENYL)-lH-INDAZOL-5- 
YL] CARBONYLAMINO} PHENYL) ACETIC ACID 



H 



10 




F 



15 

A. Ethvl 2-(4- ( ri-acetvl-3-f4-fluorophenvlVlH-indazol-5- 
vllcarbonvlaminolphenvnacetate 

The title compound (115 mg, 46%) was prepared as described in Example 91 

A, using ethyl 4-aminophenyl acetate (1 12 mg, 0.673 mmol). ES-MS (m/z) 460 [M+l] + . 

20 

B - Ethyl 2-f4-ir3-f4-fluo rophenvlVlH-indazol-5-vncarbonvlamino>phenvnacetate 

The title compound (25 mg, 27%) was prepared as described in Example 14 

B, except that the precipitate was purified using preparative HPLC. It was then taken to the 
next step. ES-MS (m/z) 418 [M+l] + . 

25 

C 2-(4-(r3-f4-Fluorophenvn-l-H-inda zol-5-vl1carbonvlamino>phenvnaceticacid 

The title compound was prepared as described in Example 48 A (6 mg, 26% 
overall). 'H NMR (DMSO-d 6 ) 6 13.50 (s, 1H), 12.30 (br s, 1H), 10.03 (s, 1H), 8.01 (m, 
3H), 7.68 (m, 3H), 7.38 (t, 2H), 7.23 (m, 2H), 3.51 (s, 2H), ES-MS (m/z) 390 [M+l] + . 

30 



35 
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EXAMPLE 98 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL- 
5-YL)]-N,N-DIMETHYLCARBOXAMIDE 




10 



A. f3-(4-FluorophenvDriH-indazol-5-vDl-N.N-dimethvlcarboxami(le 

The title compound (163mg, 73%) was prepared as described in Example 91 
A, using 2.0 M dimethylamine in THF (1 .5 mL) to afford the title compound. 'H NMR 
15 (DMSO-d 6 ) 6 13.40 (s, 1H), 8.00 (m, 3H), 7.59 (t, 1H), 7.43 (m, 1H), 7.31 (m, 2H), 3.29 
(s, 6H); ES-MS (m/z) 284 [M+l] + . 

EXAMPLE 99 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N- 
20 METHYLCARBOXAMIDE 



25 




A. r3-(4-Fluorophenvl')flH-indazol-5-vl > )l-N-methvlcarboxamide 

The title compound was prepared as described in Example 91 A, using 2.0M 

30 methylamine in tetrahydrofuran (1 .26 mL), except the solution was extracted with 5% 
sodium carbonate and ethyl acetate. The extracts were dried over sodium sulfate, filtered 
and condensed to afford a solid. The solid was purified by trituration using dichloromethane 
and hexanes to afford the title compound (33 mg, 19% yield). 'H NMR (DMSO-dj) 6 13.41 
(s, 1H), 8.49 (m, 2H), 8.03 (m, 2H), 7.86 (m, 1H). 7.58 (m, 1H), 7.36 (t, 2H), 2.79 (s, 3H); 

35 ES-MS (m/z) 270[M+1] + . 
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EXAMPLE 94 

SYNTHESIS OF 5-{[3-(4-FLUOROPHENYL)-lH-INDAZOL- 
5-YL] C ARB ONYL AMINO} PENT ANOIC ACID 



10 



HO 




15 



A. 



Methyl 4- (f 1 -acetvl-3-(4-flu oroDhenvlVlH-indazoI-5-vncarbonvlaminolbutvrate 

The title compound was prepared as described in Example 91 A, using methyl 
5-amino valerate ester (91 mg, 0.694 mmol) to afford the title compound (105 mg, 40%). 



B. 



5- (r3-f4 -FluoroDhenvlVlH-indazo1-5-vllcarbonvlamino>pentanoic acid 

The title compound was prepared as described in Example 91 A to afford the 
title compound (77 mg, 100%). *H NMR (DMSO-d*) 6 13.43 (s, 1H), 12.02 (br s, 1H), 8.58 
(s, 1H), 8.50 (s, 1H), 8.02 (s, 2H), 7.87 (d, 1H), 7.58 (d, 1H), 7.37 (t, 2H), 3.57 (s, 1H), 
20 2.23 (m, 2H), 1.53 (m, 4H); ES-MS (m/z) 356 [M+l] + . 



EXAMPLE 95 

SYNTHESIS OF 4-({[3-(4-FLUOROPHENYL)-lH-INDAZOL-5- 
YL] C ARB ONYL AMINO } METHYL)BENZOIC ACID 

25 




F 



35 
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A - Methvl 4-f n-acetvl-3-r4-fluorop hftn y n-lH-indazol-.-S- 
vncarbonvlamino)methvl)benzoate 

The title compound was prepared as described in Example 91 A, using 
methyl-4(aminomethyl)benzoate (129 mg, 0.642 mmol) and was taken on to the next step. 
5 ES-MS (m/z) 446 [M+l] + . 

B - Methyl 4-({r(4-fluorophenvlVlH-mdazo1- 5-vl1carhonv1a inmolmethvlhen^ a ^ 

The title compound was prepared as described in Example 14 B, using the 
title compound from Example 95 A (1 18 mg, 50% overall). 'H NMR (DMSO-d 6 ) 6 13.47 
10 (br s, 1H), 12.86 (br s, 1H), 9.24 (s, 1H), 8.60 (s, 1H), 7.96 (m, 5H), 7.62 (d, 1H), 7.41 (m, 
3H), 4.56 (s, 2H); ES-MS (m/z) 390 [M+l] + . 

EXAMPLE 96 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N-(4- 
1 5 P YRID YLMETHYL)C ARBOXAMIDE 




25 A . 



l-AcetYl-3-(4-fluorophenviyiH-indazo1- 5-vni-N-r4-nvridvlmethvncarboxamide 
The title compound was prepared as described in Example 91 A, using (4- 

(aminomethyl)pyridine (75 mg, 0.694 mmol), except that the resulting solid was extracted 
with 

5% sodium carbonate solution and ethyl acetate. The extracts were dried over sodium 
30 sulfate, filtered and condensed to afford the title compound (130 mg, 53%). ES-MS (m/z) 
389 [M+l] + . 



B. 



r3-(4-Fluorophenvl¥lH-m dazol-5-vni-N-r4-pvridvlm ethvncarhn ya miH ft 

The title compound was prepared as described in Example 14 B, except that 
35 the resulting solution was extracted with ethyl acetate. The extracts were dried over sodium 
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Methyl 4- in -acetvl-3 -r4-fluoroph envIV 1 H-indazol -5-vllcarbonvlamino 1 butanoate 
To a solution containing methyl 4-aminobuytrate hydrochloride (106.6 mg, 
0.694 mmol) in pyridine (5 mL) was added l-acetyl-3-(4-fluorophenyl)-lH-indazole-5- 
carbonyl chloride (200 mg, 0.631 mmol). The reaction mixture was allowed to stir at 
5 ambient temperature for 18 hours. Water (40 mL) was added to the reaction mixture to 
afford a precipitate. The precipitate was filtered and dried to provide the title compound. 
The title compound was taken to the deprotection step. ES-MS (m/z) 398 [M+l] + . 

B. Methvl^irS-^-fluor ophenvlVlH-indazol-S-vllcarbony laminnlhiitan^at/. 

10 Example 91 A in 0.3% ammonia in methanol (10 mL) was allowed to stir at 

60 °C for three hours. Water (40 mL) was added and the resulting solution was extracted 
with ethyl acetate. The extracts were dried over sodium sulfate, filtered and removed to give 
a precipitate (50 mg). The title compound was taken to the next step. ES-MS (m/z) 356 
[M+l] + . 

15 

C. 4-ir3-( , 4-Fluorophenv n-lH-indazol-5-vncarbonvlamino^butanoicacid 

The title compound was prepared as described in Example 48 A (21 mg, 
44%). 'H NMR (DMSO-d^ 6 13.42 (br s, 1H), 12.02 (br s, 1H), 8.61 (br s, 1H), 8.50 (s, 
1H), 8.04 (t, 2H), 7.89 (d, 1H), 7.58 (d, 1H), 7.37 (t, 2H), 2.27 (t, 2H), 1.75 (m, 2H); ES- 
20 MS (m/z) 342 [M+l] + . 

EXAMPLE 92 
SYNTHESIS OF N-(3-AMINOPHENYL)[3-(4- 
FLUOROPHENYL)(l H-IND AZOL-5- YL)] C ARBOXAMEDE 

25 



30 




A. ri-Acetvl-3 -r4-fluorophenviyiH-indazol-5-vni-N-f3-nitrophenvncarboxamide 

The title compound was prepared as described in Example 91 A and was 
35 taken on to the next step (quantitative yield). ES-MS (m/z) 419[M+1] + . 
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B. N-('3-Nitrophenvl')f3-r4-fluorophenvl')('lH-indazol-5-vmcarboxamide 

The title compound was prepared as described in Example 14 B (140 mg). 
ES-MS (m/z) 377 [M+l] + . 

5 C. • N-(3 -AminophenvD |"3-(4-fluorophenvlY 1 H-indazol-5-vDlcarboxamide 

The title compound was prepared as described in Example 19 B (39.5 mg, 
33%). 'H NMR (DMSO-d 6 ) 6 13.47 (br s, 1H), 10.04 (s, 1H), 8.59 (s, 1H), 8.08 (t, 2H), 
7.93 (d, 1H), 7.65 (d, 1H), 7.38 (t, 2H), 7.07 (s, 1H), 6.29 (d, 1H), 5.10 (br s, 2H); ES-MS 
(m/z) 347 [M+l] + . 

10 

EXAMPLE 93 
SYNTHESIS OF2-{[3-(4-FLUOROPHENYL)-lH- 
INDAZOL-5-YL] CARBONYLAMINO} ACETIC ACID 

15 

H 



20 




A. 2-l|"3-(4-Fluorophenvl')-lH-indazol-5-vl1carbonvlamino)acetic acid 

Using Example 90 A (169 mg, 0.457 mmol), the title compound was 
25 prepared, except that an extraction with ethyl acetate was used to afford the title compound 
(77 mg, 54%). *H NMR (DMSO-dg) 6 13.47 (br s, 1H), 12.58 (br s, 1H), 8.98 (s, 1H), 8.05 
(s, 2H), 7.89 (m, 1H), 7.61 (m, 1H), 7.37 (br s, 2H), 3.93 (s, 2H); ES-MS (m/z) 314 
[M+l] + . 



30 



35 
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EXAMPLE 88 
SYNTHESIS OF 3-{[3-(4-FLUOROPHENYL)-lH- 
INDAZOL-5-YL]CARBONYLAMINO)PROPANOIC ACID 



10 



HO 




A. 3-ir3-f4-Fluorophen vlVlH-indazol-5-vl1carbonvlamino'toropanoicacid 

To a solution containing Example 86 (150 mg, 0.391 mmol) in dioxane (2 
mL) was added 6N HC1 (2 mL). The reaction mixture was allowed to stir at ambient 

15 temperature for 1 8 hours. The solution was quenched with water (30 mL) and the mixture 
extracted with ethyl acetate. The extracts were dried over sodium sulfate, filtered and 
condensed to give a solid. The solid was triturated with dichloromethane and hexanes to 
provide the title compound (94 mg, 73%). 'H NMR (DMSO-dg) 6 13.43 (br s, 1H), 12.21 
(br s, 1H), 8.68 (m, 1H), 8.50 (s, 1H), 8.03 (m, 2H), 7.86 (d, 1H), 7.59 (d, 1H), 7.37 (t, 

20 2H), 3.47 (q, 2H), 2.52 (m, 2H); ES-MS (m/z) 328 [M+l] + . 



EXAMPLE 89 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N-(3 

NITROPHENYL)CARBOXAMIDE 



25 



30 




A. rS-a-FluorophenvnnH -indazol-S-vni-N-fS-nitroDhenvncarboxamide 

To a solution containing 3-nitroaniline (96 mg, 0.694 mmol) in pyridine 
35 (5 mL) was added l-acetyl-3-(4-fluorophenyl)-lH-indazole-5-carbonyl chloride (200 mg, 
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10 



0.63 1 mmol). The reaction mixture was allowed to stir for 18 hours at ambient temperature 
Water (30 mL) was then added and the resulting precipitate was filtered and dried to afford 
the title compound. This precipitate was taken on directly to the next step for deprotection. 

To the previous precipitate was added 0.3% ammonia in methanol (10 mL) 
The solution was brought to 60°C for three hours. The resulting precipitate was filtered and 
dried to provide the title compound (140 mg, 60% overall yield). 'H NMR (DMSO-d ) 6 
13.55 (br s. 1 II). 10.76 (s, 1H), 8.78 (s, 1H), 8.70 (s, 1H), 8.20 (m, 1H), 8.1 1 (m, 2H), 8.00 
(m, 2H), 7.6S (m, 2H), 7.40 (m, 2H); ES-MS (m/z) 377 [M+l] + . 

EXAMPLE Qf> 

SYNTHESIS OF TERT-BUTYI^2-{[3-(4-FLUOROPHENYL)-lH-INDAZOL-5- 

YL]CARBONYL AMINO} ACETATE 



15 



20 



CH 3 o 




25 



A - tert-Butyl2.{rH4-fluorophenvlVm- m ^^^^ 

The title compound was prepared as described in Example 86 A, using t-butyl 
glycine (1 12 mg, 0.S5S mmol) (80 mg, 30%). ES-MS (m/z) 370[M+1] + . 

EXAMPLE 91 
SYNTHESIS OF4-{[3-(4-FLUOROPHENYL)-lH- 
INDAZOL-5-YL]CARBONYL AMINO} BUTANOIC ACID 
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A. r3-f4-Fluorophenvl¥lH-indazol-5-v m-N-(3-nvridvncarboxamide 

The title compound (130 mg, 48% yield) was prepared as described in 
Example 109 A using 3-aminopyridine (75 mg, 0.80 mmol). 'H NMR (DMSO-d 6 ) 8 13.6 ( 
1H), 10.5 (s, 1H), 8.95 (s, 1H), 8.71 (s, 1H), 8.33 (s, 1H), 8.21 (d, 1H), 8.11 (t, 2H), 
5 8.02(d, 1H), 7.72 (d, 2H), 7.42 (t, 3H); ES-MS (m/z) 333 [M+l] + . 

EXAMPLE 85 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N-(4- 

PYRIDYL)CARBOXAMIDE 

10 



15 




A r3-(4-Fluorophenvl¥lH-i ndazol-5-vni-N-r4-pvridvncarboxamide 

The title compound (110 mg, 41% yield) was prepared as described in 
Example 109 A using 4-aminopyridine (75 mg, 0.80 mmol). 'H NMR (DMSO-d 6 ) 8 13.6 (s 
1H), 10.7 (s, 1H), 8.69 (s, 1H), 8.49 (br s,2H), 8.11 (dd, 2H), 8.00 (d, 1H), 7.81 (d, 2H), 
7.72 (d, 1H), 7.42 (t, 2H); ES-MS (m/z) 333 [M+l] + . 

EXAMPLE 86 

SYNTHESIS OF TERT-BUTYL 3-{[3-(4-FLUOROPHENYL)-lH-INDAZOL-5- 

YL]CARBONYLAMINO)PROPANOATE 




F 
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A. tert-Butvl 3- 1 r3-(4-fluorophenvlVlH-indazol-5'Vl1carbonvlamino)propanoate 

To a suspension of 3-(4-fluorophenyl)-lH-indazole-5-carboxylic acid 
(200 mg, 0.780 mmol) in dimethyl formamide (lOmL) was added 1-Hydroxybenzotriazole 
(126 mg, 0.936 mmol) and 4-(dimethylamino)pyridine (1 14 mg, 0.936 mmol). The mixture 

5 was allowed to stir for fifteen minutes. l-ethyl-(3-dimethylamino)carbodiimide hydrochloride 
(179 mg, 0.936 mmol) was then added and stirring continued for fifteen additional minutes. 
H-P-ala-0-^5w-hydrochloride (170 mg, 0.936 mmol) was added and stirring continued at 
ambient temperature for 18 hours. The mixture was condensed and extracted with 5% 
sodium bicarbonate and ethyl acetate. The extracts were dried over sodium sulfate, filtered, 

10 and concentrated to afford the title compound (165 mg, 55%). ! H NMR (DMSO-d 6 ) 6 13.43 
(s, 1H), 8.65 (s, 1H), 8.47 (s, 1H), 8.02 (m, 2H), 7.85 (d, 2H), 7.59 (d, 1H), 7.36 (m, 2H), 
3.46 (q, 4H), 1.37 (s, 9H); ES-MS (m/z) 384 [M+l]\ 

EXAMPLE 87 

15 SYNTHESIS OF [3^4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N-(3- 

HYDROXYPHENYL)C ARB OXAMIDE 



H 

•N 

F 

25 

A. f 3 -f 4-FluorophenvrX 1 H-indazol-S-vDl-N-f 3-hvdroxyphenvncarboxamide 

The title compound was prepared as described in Example 86 A, using 3- 
aminophenol (93.6 mg, 0.858 mmol) to provide the title compound (88 mg, 32%). 'H NMR 
(DMSO-d 6 ) 5 13.49 (br s, 1H), 10.19 (s, 1H), 9.38 (s, 1H), 8.60 (s, 1H), 8.08 (d, 2H), 7.93 
30 (d, 1H), 7.65 (d, 1H), 7.38 (m, 3H), 7.12 (m, 2H), 6.49 (d, 1H); ES-MS (m/z) 348 [M+l] + . 



20 




35 
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resulting solid was filtered and dried to recover the product (55 mg, 51%). ! H NMR 
(DMS0-d 6 ) 8 13.6 (s, 1H), 12.8 (br s, 1H), 10.6 (s, 1H), 8.69 (s, 1H), 8.12 (dd, 2H), 8.0 (d, 
1H), 7.94 (s, 4H), 7.70 (d, 1H), 7.41 (t, 2H); ES-MS (m/z) 376 [M+l] + . 

EXAMPLE 81 

SYNTHESIS OF 4-{[3-(4-FLUOROPHENYL)-lH-INDAZOL-5- 

YL]CARBONYLAMINO}BENZAMIDE 




A. 4-(f3-('4-FluorophenvlVlH-indazole-5-vl")carbonvlaminolbenzamide 

The title compound was prepared as described in Example 1 09 A, using 4- 
aminobenzamide (45 mg, 0.33 mmol) to provide the title compound (25 mg, 20% yield). 'H 
20 NMR (DMSO-d 6 ) 8 13.7 (s, 1H), 10.5 (s, 1H), 8.68 (s, 1H), 8.12 (dd, 2H), 8.0 (d, 1H), 7.9 
(s, 4H), 7.70 (d, 1H), 7.42 (t, 2H), 7.28 (br s, 2H); ES-MS (m/z) 375 [M+l] + . 



EXAMPLE 82 

SYNTHESIS OF l-{[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]CARBONYL} 
25 PIPERIDINE-4-CARBOXYLIC ACID 
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A. l-^S-^-FluorophenvlVlH-indazol-S-vllcarbonv^piperidine^-carboxvlicacid 

The title compound was prepared as described in Example 80 A to provide 
the title compound (55 mg). 'H NMR (DMSO-d 6 ) 5 13.5 (br s, 1H), 8.06 (br s, 1H), 8.02 
(dd, 2H), 7.64 (d, 1H), 7.42 (d, 1H), 7.36 (t, 2H), 4.3 (br s, 1H), 3.75 (br s, 1H), 3.1 (br s, 
5 2H), 2.5 (br s, 1H), 1 .9 (br s, 2H), 1 .6 (br s, 2H); ES-MS (m/z) 368 [M+l] + . 

■ 

EXAMPLE 83 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N-(2- 

PYRIDYL)CARBOXAMIDE 




A. r3-(4-FluorophenvnriH-indazol-5-vl>1-N-(2-pvridvncarboxamide 

The title compound was prepared as described in Example 109 A using 2- 
20 aminopyridine (75 mg, 0.80 mmol) to provide the title compound (120 mg, 45% yield). 'H 
NMR (DMSO-d 6 ) 6 13.5 (s, 1H), 1 1.08 (s, 1H), 8.79 (s, 1H), 8.40 (s, 1H), 8.42-8.16 (m, 
3H), 8.03 (d, 1H), 7.85 (t, 1H), 7.68(d, 1H), 7.41 (t, 2H), 7.17 (t, 1H); ES-MS (m/z) 333 
[M+l] + . 

25 EXAMPLE 84 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N-(3- 

PYRIDYL)CARBOXAMIDE 



H 



30 




F 
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EXAMPLE 77 

SYNTHESIS OF N-[2-(DIMETHYLAM]NO)ETHYL][3-(4-FLUOROPHENYL)(lH- 

IND AZOL-5- YL)] C ARBOXAMIDE 



H 3 C. 



10 




A. N-r2-fl3imethylamino)ethvl13 -(4-fluorophenviyiH-indazol-5-vl)lcarboxamide 

The title compound was prepared as described in Example 76 A, using N,N- 
dimethylethylenediamine (43 uL, 0.39 mmol) and further purified by preparative HPLC 
15 (0.100 mg, 79% yield). 'H NMR (DMSO-d 6 ) 613.5 (s, 1H), 8.58 (t, 1H), 8.53 (s, 1H), 8.07 
(dd, 2H), 7.9 (d, 1H), 7.63 (d, 1H), 7.42 (t, 2H), 3.4 (m, 2H), 2.4 (t, 2H), 2.22 (s, 6H); ES- 
MS (m/z) 327 [M+l] + . 

EXAMPLE 78 

20 SYNTHESIS OF ETHYL l-{[3-(4-FLUOROPHENYL)-lH-INDAZOL-5- 

YL] C ARB ONYL } PIPERIDINE-4-CARBOXYLATE 



O 



25 




F 

30 

A. Ethyl 1-1 r3-(4-fluorophenyl)- lH-indazol-5-vncarbonvl > piperidine-4-carboxvlate 

The title compound was prepared as described in Example 109 A, using ethyl 
4-piperidinecarboxylate (60 uL, 0.39 mmol) and was further purified by preparative HPLC 
(0.07 mg, 45% yield). 'H NMR (DMSO-d 6 ) 8 13.5 (s, 1H), 8.06 (br s, 1H), 8.02 (d, 2H), 
35 7.64 (d, 1H), 7.42 (d, 1H), 7.36 (t, 2H), 4.3 (br s, 1H), 4.08 (q, 2H), 3.75 (br s, 1H), 3.1 
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(br s, 2H), 2.65 (br s, 1H), 1.9 (br s, 2H), 1.6 (br s, 2H), 1.18 (t, 3H); ES-MS (m/z) 396 
[M+lf- 

EXAMPLE 79 

5 SYNTHESIS OF METHYL 4- {[3-(4-FLUOROPHENYL)-lH-INDAZOL-5- 

YL]CARBONYLAMINO}BENZOATE 



H 



10 




A. Methvl4-fr3-f4-fluorophenvn-lH-ind a7^1-5-vncarhnTiv1aminolbenzoate 
1 5 The title compound was prepared as described in Example 1 09 A, using 

methyl 4-aminobenzoate (30 mg, 0.19 mmol) and purified by HPLC (65 mg, 88% yield). 'H 
NMR (DMSO-d 6 ) 6 13.6 (s, 1H), 10.6 (s, 1H), 8.70 (s, 1H), 8.12 (dd, 2H), 8.0 (d, 1H), 8.0 
(s, 4H), 7.70 (d, 1H), 7.41 (t, 2H), 3.84 (s, 3H); ES-MS (m/z) 390 [M+l]\ 

20 EXAMPLE 80 

SYNTHESIS OF 4-{[3-(4-FLUOROPHENYL)-lH-INDAZOL-5- 
YL]CARBONYLAMINO}BENZOIC ACE) 



H 



25 




F 



A. 4- *3-( 4-FluorophenvlVl Br-indazol-5-vllcarbon vlaminolbenzoic acid 

To a solution of methyl 4-{[3-(4-fluorophenyl)-lH-indazol-5- 
yl]carbonylamino}benzoate (112 mg, 0.29 mmol) in methanol (20 mL) and water (20 mL) 
was added sodium hydroxide (25 mg, 0.64 mmol). The solution was stirred at room 
temperature for 2 hours when it was acidified and the methanol removed under vacuo. The 
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EXAMPLE 74 

SYNTHESIS OF ETHYL 3-(4-FLUOROPHENYL)-lH-INDAZOLE-5-CARBOXYLATE 




F 



10 A. Ethyl 3-(4-fluorophenvlMH-indazole-5-carboxvlate 

To a solution of l-acetyl-3-(4-fluorophenyl)-lH-indazole-5-carbonyl chloride 
(100 mg, 0.33 mmol) in ethanol (40 mL) was added pyridine (0.5 mL). The reaction was 
stirred overnight at room temperature when saturated ammonium hydroxide (1 mL) was 
added. The reaction was stirred overnight when water (150 mL) was added and the solution 

15 filtered. The solid was dried to recover the product (100 mg, 100% yield). l H NMR 

(DMSO-d 6 ) 6 13.6 (s, 1H), 8.62 (s, 1H), 8.03-7.9 (m, 3H), 7.70 (d, 1H), 7.61 (d, 1H), 7.42 
(t, 2H); ES-MS (m/z) 2S5 [M+l] + . 

EXAMPLE 75 

20 SYNTHESIS OF 5-BENZrMTOAZOL-2-YL-3-(4-FLUOR^ 



H 



25 




F 



A. 5-Benzimida2ol'2-vl-3-(4-fluorophenvlVlH-indazole 

30 To a solution of 2-nitroaniline (92 mg, 0.67 mmol) in pyridine (4 mL) was 

added l-acetyl-3-(4-fluorophenyl)-lH-indazole-5-carbonyl chloride (200 mg, 0.67 mmol). 
The reaction was stirred at room temperature overnight when water (30 mL) was added and 
the solid filtered and dried in a vacuum oven (45 °C). The solid was then taken up in ethyl 
acetate (20 mL)/ethanol (20 mL) and a scoup of palladium on carbon added. The resulting 

35 heterogenous solution was then subjected to an atmosphere of hydrogen. After stirring 
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overnight, the solution was filtered and concentrated to an oil under vacuo and taken up in 4 
N HC1 (80 mL) which was refluxed for 12 hours. The reaction was quenched with saturated 
NaHC0 3 and the product collected as a solid. The pure product was isolated after 
chromatography on silica gel eluting with 7% methanol in methylene chloride. (37 mg, 17% 
5 yield). l H NMR (DMSO-d 6 ) 8 13.6 (br s,lH), 8.86 (s, 1H), 8.29 (d, 1H), 8.16-8.10 (m, 2H), 
7.76 (d, 1H), 7.64 (dd, 2H), 7.45 (t, 2H), 7.24 (dd, 2H); ES-MS (m/z) 329 [M+l] + . 



EXAMPLE 76 
SYNTHESIS OF [3-(4-FLUOROPHENYL^^^ 

10 

H 



15 




A. r3~(4-Fluorophenvn(lH-indazol~5"Vm-N-benzamide 

To a solution of 3-(4-fluorophenyl)-lH-indazole-5-carboxylic acid (100 mg, 
0.39 mmol) and 1-hydroxybenzotriazole hydrate (63 mg, 0.47 mmol) in DMF (HOB^ (5 

20 m L) at 0°C was added l-(3-dimethylaminopropyl)-3-ethylcaibodiimide hydrochloride (90 
mg, 0.47 mmol) The reaction was stirred at 0°C for 30 min when aniline (36 mL, 0.39 
mmol) was added. The reaction was stirred at room temperature overnight when it was 
worked up with ethyl acetate/water and chromatographed with silica gel eluting with 45% 
ethyl acetate/hex ane to give the title compound (90 mg, 70% yield). ! H NMR (DMSOd 6 ) 6 

25 13.5 (s, 1H), 10.3 (s, 1H), 8.67 (s, 1H), 8.12 (dd, 2H), 8.0 (d, 1H), 7.78 (d, 2H), 7.69 (d, 
1H), 7.4-7.3 (m, 4H), 7.11 (t, 1H); ES-MS (m/z) 332 [M+l] + . 



30 



35 
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A. 3-f4-FluorophenvlV5-pyrazol-3-vl-lH-indazo1e 

To a solution of 3-(4-fluoropheny])-l-perhydro-2H-pyran-2-yl-lH-indazole- 
5-carbonitrile (265 mg, 0.82 mmol) in THF (10 mL) at -78 °C was added methyl lithium (1 .2 
mL of a 1.0 molar solution in THF, 1.2 mmol). The solution was allowed to warm to room 

5 temperature over 3 hours when it was worked up with ethyl acetate/water, dried (NajSOJ, 
and concentrated under vacuo to give the methyl ketone. The product was then taken up in 
DMF dimethoxy acetal (30 mL) and heated to 90°C overnight. The solvent was then 
removed under vacuo and a solution of hydrazine (1 mL) in acetic acid (40 mL) was added. 
After stirring at room temperature overnight, the acetic acid was removed under vacuo and 

10 the solution neutralized with aqueous NaHC0 3 , extracted with ethyl acetate, dried (Na 2 S0 4 ), 
and concentrated to an oil. The THP-protected indazole was then isolated after silica gel 
column chromatography eluting with 40% ethyl acetate in hexane. The solid was taken up in 
6N HC1 (30 mL) and methanol (30 mL) and stirred at room temperature for 1 hour when the 
methanol was removed under vacuo and the resulting solution extracted with ethyl 

1 5 acetate/water. The organic layer was then dried (Na2S0 4 ) and the product isolated after 
silica gel column chromatography eluting with 50% ethyl acetate in hexane to give the title 
pyrazole (40 mg, 17% yield). l H NMR (DMSO-dg) 6 13.3 (m, 2H), 12.8 (br s, 1H), 8.4 (br 
s, 1H), 8.08 (m, 2H), 7.95 (d, 1H), 7.8 (br s, 1H), 7.6 (m, 1H), 7.39 (t, 2H), 6.8 (br s, 1H); 
ES-MS (m/z) 279 [M+l] + . 

20 

EXAMPLE 73 

SYNTHESIS OF 3-(4-FLUOROPHENYL)-lH-INDAZOLE-5-CARBOXYLIC ACID 



25 



30 




A. 4-Fluoro-3 -((4-fluorophenvl')carbonvllbenzenecarbonitrile 

To a flask containing 4-fluoroberizonitrile (10 g, 0.08 mol) dried under 
vacuum and placed under nitrogen was added anhydrous tetrahydrofuran (200 mL). The 
35 flask was placed in a dry ice/acetone bath and cooled to -78 °C. A 2 molar solution of 
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lithium diisopropylamide in heptane, tetrahydrofuran and ethylbenzene (20 mL, 0.04 mmol) 
was added dropwise to the flask. The reaction stirred for two and one half-hours at this 
temperature. To the flask was added water and the reaction vessel was quickly removed 
from the cooling bath. The tetrahydrofuran was removed by rotary evaporation and the 

5 product was extracted from the reaction using ethyl acetate. The organic layer was washed 
with brine, dried with magnesium sulfate, filtered and concentrated. After 12 hours a product 
crystallized. This was triturated with hexane and ether. The procedure was repeated again 
using an additional amount of 4-fluorobenzonitrile (10 g, 0.08 mol). The crude product from 
both reactions were combined and purified by column chromatography (Si0 2 , 5% Ethyl 

10 Acetate in Hexane increased to 15% Ethyl Acetate in Hexane) to yield the title compound 
(9.7 g, 50% yield). 'H NMR (DMSO-d 6 ) 8.15-8.2 (m, 2H), 7.9 (m, 2H), 7.65 (t, 1H), 7.4 (t, 
2H), ES-MS m/z 244 [M+l] + 

B. 3-(4-FluorophenvlVlH-indazole-5-carbonitrile 

15 To a flask containing 4-fluoro-3- {(4- 

fluorophenyl)carbonyl}benzenecarbonitrile (4.2 g, 0.017 mmol) was added hydrazine 
monohydrate (15mL) and anhydrous hydrazine (lOmL). In an addition flask the procedure 
was repeated. Both flasks were allowed to stir overnight exposed to the atmosphere. LCMS 
confirmed the reactions were complete. To the flasks were added an excess amount of 

20 water. The reactions were allowed to stir for two hours. The product of the reactions was 
collected via a fritted funnel by filtration and combined to yield the title compound. The 
product was allowed to dry under vacuum and taken on crude into the next step of the 
synthesis. 'H NMR (DMSO-d 6 ) 8.7 (s, 1H), 8.1 (m, 2H), 7.7-7.8 (m, 2H), 7.3-7.4 (t, 2H), 
ES-MS m/z 238 [M+l] + 

25 

C. 3-f4-Fluorophenvn-lH-inda7.ole-5-c arboxvlicacid 

To a round bottom flask containing 3-(4-fluorophenyl)-lH-indazole-5- 
carbonitrile (8.05 g, 0.034 mol) was added acetic acid (250mL) and concentrated HC1 
(250mL). The reaction was heated to reflux temperature for 7.5 hours and then 105 °C for 
30 two and one half-hours. The reaction was allowed to stir at room temperature overnight. 
The reaction was diluted with water and a solid crashed out of solution. The solid was 
collected by filtration and dried in a low temperature oven to yield the title compound (7.5 g, 
86% yield). "H NMR (DMSO-d 6 ) 6 13.6 (br s, 1H), 13.0 (br s, 1H), 8.64 (s, 1H), 8.0-7.9 
(m, 3H), 7.68 (d, 1H), 7.42 (t, 2H); ES-MS (m/z) 301 [M+lf. 

35 
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A- 543-r 4-F1u orophenvIVlH-inda2ol-5-vn-2H-l .2.3.4-tetrazole 

The title compound was prepared as described in Example 73 B. To a 
solution of the nitrite (300 mg, 1.26 mmol) in toluene (10 mL) was added the 
azidotributyltin (380 uL, 1.32 mmol). The reaction was then heated to reflux overnight. 

5 The solid was isolated by filtration, taken up in a 1 : 1 solution of THF.concentrated HC1 and 
stirred at room temperature for 4 hours. The product was then extracted with ethyl 
acetate/water, dried (Na2S0 4 ), and chromatographed on silica gel eluting with 15% methanol 
in methylene chloride to give the title tetrazole (80 mg, 23% yield). *H NMR (DMSO-d 6 ) 5 
13.6 (s, 1H), 8.77 (s, 1H) 8.08-8.13 (m, 3H), 7.83 (d, 1H), 7.45 (t, 2H); ES-MS (m/z) 281 

10 [M+l] + . 



EXAMPLE 70 

SYNTHESIS OF 3-[3-(4-FLUOROPHENYL)-lH-IM)AZOL-5-YL]-lH-U,4-TjaAZOLE 




A. 3- r3-(4-Fluo rophenvlVl H-indazol-5-vll- 1H- 1 .2.4-tria7.ole 

The title compound was prepared as described in Example 68. The amide 
(350 mg, 1 .2 mmol) was heated in DMF acetal (40 mL) at 90°C for 4 hrs. The solvent was 
then removed under vacuo to give an oil which was taken up in a solution of hydrazine (0.5 

25 mL) in acetic acid (40 mL). The subsequent solution was stirred at room temperature 

overnight. Water was then added to the reaction and the resulting solid filtered then dried in 
a vacuum oven. The product was purified by silica gel column chromatography eluting with 
15% methanol in methylene chloride to give the title triazole (190 mg, 57% yield). 'H NMR 
(DMSO-d 6 ) 6 13.4 (br s, 1H), 8.67 (s, 1H), 8.4 (br s, 1H), 8.12-8.03 (m, 3H), 7.71 (d, 1H), 

30 7.41 (dt, 2H); ES-MS (m/z) 280 [M+l] + . 
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EXAMPLE 71 

SYNTHESIS OF 3-(4-FLUOROPHENYL)-5-IMlDAZOL-2-YL-lH-INDAZOLE 




10 



A - 3-f4-Fluoro nhenvn-5-imidazol-2-yl -lH-inHa7:n1ft 

To a solution of the nitrile (100 mg, 0.31 mmol) in methanol (60 mL) was 
bubbled in gaseous hydrochloric acid at 0 °C. The reaction was stirred at room temperature 
overnight when it was rotary evaporated to a solid and washed with ether (20 mL). 

15 Methanol (60 mL) was added followed by l-amino-2,2-dimethoxyethane (0.5 mL, excess) 
and the reaction heated to a gentle reflux overnight. The reaction was then concentrated 
under vacuo to an oil when H 2 S0 4 (30 mL) was added. The reaction was stirred at room 
temperature for 4 hrs when it was added to ice and neutralized with potassium carbonate 
(K 2 C0 3 ). The aqueous layer was then extracted with ethyl acetate and the subsequent 

20 organic layer dried (Na 2 S0 4 ) and concentrated to an oil. The product was isolated by column 
chromatography on silica gel eluting with 5% methanol in methylene chloride to give the 
imidazole (50 mg, 5S% yield). 'H NMR (DMSO-d 6 ) 5 13.4 (s, 1H), 8.58 (s, 1H), 8.11-8.06 
(m, 3H), 7.65 (d, 1H), 7.40 (t, 2H), 7.16 (s, 1H); ES-MS (m/z) 279 [M+l] + . 



25 EXAMPLE 72 



SYNTHESIS OF 3-(4-FLUOROPHENYL)-5-PYRAZOL-3-YL-lH-INDAZOLE 



30 




F 



35 
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A. 5-r3-f4-FluorophenvD-lH-indazol-5-vl1-2H-1.2.3.4-tetra2ole 

The title compound was prepared as described in Example 73 B. To a 
solution of the nitrite (300 mg, 1.26 mmol) in toluene (10 mL) was added the 
azidotributyltin (380 uL, 1.32 mmol). The reaction was then heated to reflux overnight. 

5 The solid was isolated by filtration, taken up in a 1 : 1 solution of THF.concentrated HC1 and 
stirred at room temperature for 4 hours. The product was then extracted with ethyl 
acetate/water, dried (Na^O,,), and chromatographed on silica gel eluting with 15% methanol 
in methylene chloride to give the title tetrazole (80 mg, 23% yield). 'H NMR (DMSO-d 6 ) 6 
13.6 (s, 1H), 8.77 (s, 1H) 8.08-8.13 (m, 3H), 7.83 (d, 1H), 7.45 (t, 2H); ES-MS (m/z) 281 

10 [M+lf. 



15 



EXAMPLE 70 

SYNTHESIS OF 3-[3-(4-FLUOROPHENYL)-lH-INDAZO^^ 




20 

A. 3-r3-(4-FluoroDhenvn-lH-indazol-5-vn-lH-1.2.4-triazole 

The title compound was prepared as described in Example 68. The amide 
(350 mg, 1 .2 mmol) was heated in DMF acetal (40 mL) at 90°C for 4 hrs. The solvent was 
then removed under vacuo to give an oil which was taken up in a solution of hydrazine (0.5 

25 mL) in acetic acid (40 mL). The subsequent solution was stirred at room temperature 

overnight. Water was then added to the reaction and the resulting solid filtered then dried in 
a vacuum oven. The product was purified by silica gel column chromatography eluting with 
15% methanol in methylene chloride to give the title triazole (190 mg, 57% yield). *H NMR 
(DMSO-dg) 6 13.4 (br s, 1H), 8.67 (s, 1H), 8.4 (br s, 1H), 8.12-8.03 (m, 3H), 7.71 (d, 1H), 

30 7.41 (dt, 2H); ES-MS (m/z) 280 [M+l] + . 
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mL) and methanol (10 mL) and heated to 80 °C for 2 hours. The reaction was then cooled 
to room temperature and quenched with NaHC0 3 (100 mL) and extracted with ethyl acetate 
(3x40 mL). The organic layers were combined and dried with magnesium sulfate (MgS0 4 ) 
and concentrated to a solid to afford the title compound (25 mg, 19% yield). 1H NMR 
5 (CDC1 3 ) 6 13.1 (br s, 1H), 9.32 (s, 2H), 8.28 (s, 1H), 7.94 (dd, 2H), 7.52 (d, 1H), 7.48 (dd, 
2H), 7.38 (t, 2H), 7.33 (dd, 1H), 7.1 1 (t, 2H); ES-MS (m/z) 364 [M+lf. 

♦ 

EXAMPLE 68 

SYNTHESIS OF 3-(4-FLUOROPHENYL)-lH-INDAZOLE-5-CARBOXAMIDE 

10 



15 




To a solution of l-acetyl-3-(4-fluorophenyl)-lH-indazole-5-carbonyl chloride 
(200 mg, 0.63 mmol) in methylene chloride (20 mL) was added saturated ammonium 
hydroxide (NH 4 OH). The solution was stirred overnight at room temperature when it was 
20 added to water (100 raL) and extracted with ethyl acetate (3x40 mL). The combined 
organic layers were dried (Na2S0 4 ) and concentrated under vacuo to an oil. The resulting 
oil was chromatographed on silica gel, eluting with 10% methanol in methylene chloride to 
give the title compound (115 mg, 72%). 'H NMR (DMSO-d 6 ) 6 13.4 (s, 1H), 8.60 (s, 1H), 
8.09 (m, 2H), 7.94 (d, 1H), 7.61 (d, 1H), 7.38 (t, 2H); ES-MS (m/z) 256 [M+l] + . 

25 

EXAMPLE 69 

SYNTHESIS OF 5-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]-2H-l,2,3,4- 

TETRAZOLE 

H 



F 

35 
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A. N-f3-f4-nuorophenvlVlH-indazol-5-vni-2-thienvlcarboxaniide 

The title compound was prepared as described in Example 55 A using 2- 
thiophenecarbonyl chloride (51 ug, 0.47 mmol) (25 mg, 16% yield). l H NMR (DMSO-d 6 ) 6 
10.37 (s, 1H), 8.48 (s, 1H), 8.08 (d, 1H), 7.9 (m, 2H) 7.85 (d, 1H), 7.74 (d, 1H), 7.59 (d, 
1H), 7.38 (t, 2H), 7.23 (t, 1H); ES-MS (m/z) 338 [M+l] + . 

EXAMPLE 66 

SYNTHESIS OF N-r3-f4-FLUOROPHENYL¥lH-INDAZOL-5-YL)1MORPHOLIN-4- 

YLCARBOXAMIDE 



10 




15 

A. N-f 3 -(4-Fluorophenvl¥ 1 H-mdazol-5-vlV|moipholin-4-vlcarboxamide 

The title compound was prepared as described in Example 55 A using 
morpholine-4-carbonyl chloride (45 uL, 0.38 mmol) (20 mg, 19% yield). 'H NMR (DMSO 
d 6 ) 6 13.1 (s, 1H), 8.60 (s, 1H), 8.13 (s, 1H), 7.94 (dd, 2H), 7.49 (s, 2H), 7.37 (t, 2H), 3.63 
20 ( m , 4H), 3.43 (m, 4H); ES-MS (m/z) 341 [M+l] + . 

EXAMPLE 67 

SYNTHESIS OF N-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)][(4- 

FLUOROPHENYL) AMINO] C ARBOXAMIDE 

25 




30 

A. N-f3-(4-fluorophenvl¥lH-mdazol-5-vl)1f(4-fluorophenvnanimolcarboxamide 

To a solution of 3-(4-fluorophenyl)-l-(2-methoxyethoxy)-lH-indazole-5- 
ylamine (115 mg, 0.36 mmol) in dioxane (5 mL) was added 4-fluorophenyl isocyanate (50 
. uL, 0.44 mmol). The reaction was stirred overnight at room temperature. It was then 
35 . filtered and the solid dried in a vaxuum oven. The solid was then taken up in 6N HC1 (10 
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dried (NajSO^ and concentrated to an oil. The oil was taken up in methanol (10 mL) and 
6N HC1 (10 mL) and heated to 80 °C for 2 hours when it was quenched with NaHC0 3 and 
extracted with ethyl acetate. The combined organic layers were dried (Na2S0 4 ) and 
concentrated to afford the title compound (7.5 mg, 20% yield). ! H NMR (CDC1 3 ) 6 8.6 (br 
5 s, 1H), 7.76 (dd, 2H), 7.35 (d, 2H), 7.24 (d, 2H), 7.15 (t, 2H), 6.9-6.8 (m, 2H), 4.43 (s, 
2H); ES-MS (m/z) 319[M+1] + . 

EXAMPLE 64 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)](3- 
10 PYRIDYLMETHYL) AMINE 



15 




A. r3-(4-FluorophenvlVlH-indazol-5-vni(3-pvridvlmethvl)amine 
20 The title compound was prepared as described in Example 63 A using N-[3 

(4-fluorophenyl)(lH-indazol-5-yl)]-3-pyridylcarboxamide (126 mg, 0.3 mmol) (8 nig, 8% 
yield). 'H NMR (CDC1 3 ) 5 12.87 (s, 1H), 8.66 (s, 1H), 8.45 (s, 1H), 8.85 (m, 3H), 8.39- 
8.27 (m, 3H), 6.95 (d, 1H), 6.91 (s, 1H), 6.18 (t, 1H), 4.37 (d, 2H); ES-MS (m/z) 319 
[M+l] + . 

25 

EXAMPLE 65 

SYNTHESIS OF N-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-2- 

TH3ENYLCARBOXAMIDE 
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EXAMPLE 62 

SYNTHESIS OF N-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-3 

PYRIDYLCARBOXAMIDE 




10 



A. N-f 3 -(4-FluorophenvrX 1 H-indazol-5-vlVl-3-pvridvlcarboxamide 

The title compound was prepared as described in Example 55 A using 
pyridine-3-carbonyl chloride hydrochloride (152 mg, 0.86 mmol) (29 mg, 10% yield).). 'H 
15 NMR (CDC1 3 ) 6 13.28 (s, 1H), 10.55 (s, 1H), 9.17 (s, 1H), 8.78 (d, 1H), 8.57 (s, 1H), 8.34 
(d, 1H), 7.99 (dd, 2H), 7.78 (d, 1H), 7.63-7.57 (m, 2H), 7.40 (t, 2H); ES-MS (m/z) 333 
[M+ 1] + . 

EXAMPLE 63 

20 SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)](4- 

PYRIDYLMETHYL)AMINE 



25 




F 



A. r3-(4-FluorophenvlVlH-indazol-5-vl¥4-pvridvlmethv1) amine 
30 To a solution of N-[3-(4-fluorophenyl)(lH-indazol-5-yl)]-4- 

pyridylcarboxamide (50 mg, 0.12 mmol) in THF (3 mL) was added lithium aluminum 
hydride (LAH) (9 mg, 0.24 mmol). The solution was stirred for 3 hours when an additional 
equivalence of LAH was added. The reaction was stirred for another 3 hours when it was 
quenched with ethyl acetate and water (100 mL) was added. The layers were separated and 
35 the water layer extracted with ethyl acetate (3x30 mL). The combined organic layers were 
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EXAMPLE 60 

SYNTHESIS OF (2-{N-[3-(4-FLUOROPHENYL)-lH-DSIDAZOL-5- 
YL]CARBAMOYL}PHENYL)METHYL BENZOATE 



10 




A. (2-IN-| r 3-(4-P1uorophenvlVlH-indazol-5-vl1carbamovllphenvl')methvl benzoate 

The title compound was prepared as described in Example 55 A using (2- 
15 (chlorocarbonyl)phenyl)methyl benzoate (105 mg, 0.38 mmol) (1 1 mg, 15% yield). 'H NMR 
(DMSO-d 6 ) 6 13.2 (br s, 1H), 10.55 (s, 1H), 8.47 (s, 1H), 7.9-7.8 (m, 4H), 7.6-7.5 (m, 7H), 
7.4-7.3 (m, 4H), 5.57 (s, 2H); ES-MS (m/z) 466 [M+l] + . 

EXAMPLE 61 

20 SYNTHESIS OF N-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-4- 

PYRJDYLCARBOXAMIDE 



H 



25 




F 



A. N-["3-( 4-Fluorophenvl)(lH-indazol-5-vl')1-4-pvridvlcarboxamide 
30 The title compound was prepared as described in Example 55 A using 

pyridine-4-carbonyl chloride hydrochloride (119 mg, 0.67 mmol) (27 mg, 15% yield). 'H 
NMR(CDC1 3 ) 6 13.30 (s, 1H), 10.61 (s, 1H), 8.82 (s, 1H), 8.56 (s, 1H), 8.0-7.9 (m, 4H), 
7.78 (d, 1H), 7.62 (d, 1H), 7.40 (t, 2H); ES-MS (m/z) 333 [M+l] + . 

35 

t 
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solution. The suspension turned white upon heating to 60° C for 3.5 h. The reaction could 
not be driven to completion even after addition of excess reagent. The reaction mixture was 
neutralized. A white precipitate formed upon addition of water. The solid was collected by 
filtration and dried in a vacuum oven at 40 °C overnight. A suspension of this solid in 10 mL 
^ of toluene was cooled to 0°C. HC1 gas was bubbled through the suspension for 10 min 
before stirring the flask content at room temperature for 2 hours. The desired product was 
purified using preparatory HPLC (0.049 g, 30% yield over 3 steps): 'H NMR (CD 3 OD) 9.2 
(d, 1H), 8.77 (dd, 1H), 8.7 (s, 1H), 8.4 (s, 1H), 8.39 (dt, 1H), 7.9-7.8 (m, 3H), 7.6-7.5 (m, 
4H); ES-MS (m/z) 358 [M+H] + . 

10 

EXAMPLE 288 
N-[3-(5-(lH-l,2,4-TRIAZO^ 

PIPERIDYLPROPANAMIDE 

15 




20 A. N-(3-n-Perhvdro-2H-nw^^ 

indazol-3-vD > phenyl V 3-piperidvlpropanamide 

To a solution of 3-piperidyl propanoic acid (0.125 g, 0.796 mmol) in 7 mL of 
dichloromethane was added l-(3-dimethylaminopropyl)-3-ethyl carbodiimide hydrochloride 
(0.190 g, 0.99 mmol). After 10 min at room temperature, 3-{l-perhydro-2H-pyran-2-yl-5- 

25 [l-(triphenylmethyl)(l,2,4-triazol-3-yl)]-lH-indazol-3-yl}p (0.200g, 0.59 mmol) 

was then added as a solid followed by 2 mL of dimethyl formamide. The reaction mixture 
was stirred at room temperature overnight. The completion of the reaction mixture was 
achieved after reacting an additional equivalent of reagents and stirring at room temperature 
for 24 hours. The crude mixture was partitioned between water and dichloromethane. The 

30 crude was not purified (yield not calculated). ES-MS (m/z) 742 [M+H] + . 

B. N-r3-(5-flH-L2.4-Triazol-3^ 

N-(3- { 1 -Perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)( 1 ,2,4-triazol-3- 
yl)] ( 1 H-indazol-3 -yl)} phenyl)-3-piperidylpropanamide was 4 mL of 4.0 N HC1 in 1,4- 
Jm> dioxane. The reaction mixture was stirred at room temperature overnight. After 

• -274- 



NSDOCID: <WO O210137A3_IA> 



WO 02/010137 



PCT/US01/23890 



neutralization with a saturated aqueous solution of NaHC0 3 , the crude reaction mixture was 
evaporated to dryness and purified by preparative HPLC (0.106 g, 38% yield over 2 steps): 
'H NMR (CD 3 OD) 6 8.73 (or s, 1H), 8.35 (br s , 1H), 8.17 (t, 1H), 8.1 (dd, 1H), 7.7-7.6 (m, 
3H), 7.5 (t, 1H), 2.8 (t, 2H), 2.66 (t, 2H), 2.58 (br s, 4H), 1.65 (m, 4H), 1.5 (m, 2H); ES- 
5 MS(m/z)416[M+H] + . 

EXAMPLE 289 

N-[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-MDAZOL-3-YL))PHENYL]-2- 

HYDROXYPROP AN AMIDE 
10 H 




15 A. fN-r3- i 1 -Perhvdro-2H-pvran-2-vl-5-r 1 -ttriphenvlmethvlY 1 .2.4-triazol-3-vni(lH- 
indazol-3-vD \ phenvDcarbamoyll ethvlacetate 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 

triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.502 g, 0.83 mmol), in dichloromethane (9 
mL), were added, 2-acetoxy propionic acid (0.100 mL, 0.916 mmol) and l-(3- 
dimethylaminopropyl)-3-ethyl carbodiimide hydrochloride (0.191 g, 0.996 mmol). The 
addition of 1 .2 equivalents of acid and coupling agent was necessary to drive the reaction to 
completion after 48 h at room temperature. The crude reaction mixture was partitioned 
between dichloromethane and water. The crude was used without further purification and 
the yield was not calculated (0.141g, 99% yield): ES-MS (m/z) 717 [M+H] + . 

25 

B. N-r3-(5-aH-1.2.4-Triazol-3-vlVlH-mdazol-3-vmphe Tivl1-2-hv(iroxvpropanamide 

The intermediate, [N-(3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 - 
(triphenylmethyl)( 1 ,2,4-triazol-3-yl)]( lH-indazol-3-yl)} phenyl)carbamoyl] ethylacetate, was 
suspended in 20 mL of toluene and HC1 gas was bubbled through the reaction mixture for 15 
30 min. The heterogeneous reaction was stirred at room temperature overnight. The solid was 
collected by filtration and was washed with small portions of toluene. The title compound 
was purified by preparative HPLC (30-90% acetonitrile in water) (0.072 g, 27% yield over 
two steps) l H NMR (CD 3 OD) 6 8.7, 8.5 (br s, 1H), 8.2, 8.1 (s, 2H), 7.87 (d, 1H), 7.7 (br d, 
1H), 7.5 (t, 1H), 4.2 (q, 1H), 1.47 (d, 3H); ES-MS (m/z) 349 [M+H] + . 

35 
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EXAMPLE 290 
3-[3-(2-METHOXYACETYLA 

CARBOXAMIDE 




^ A. 3 -Bromo- 1 -perhvdro-2H-pvran-2-vI- 1 H-indazole-5 -carboxamide 

To a solution of 3-bromo~l~perhydro-2H-pyran-2-yl-lH-indazole-5- 
carbonitrile (2.7 g, 8.82 mmol), in ethanol (20 mL), was added 20 mL of a 30% commercial 
solution of hydrogen peroxide and 2.8 mL of 6.0 N aqueous NaOH solution. The reaction 
mixture was stirred at room temperature. After 3 hours, the reaction mixture was acidified 

" with 6.0 N HC1 aqueous solution. Water was added to aid precipitation. The solid was 
collected by filtration and was washed with small portions of water. The solid was dried 
under vacuum (2.77 g, 97% yield): ES-MS (m/z) 325 [M+H] + . 

B. 3-(3-AminophenvlVl"Perhvdro-2H-pvran-2-vl-lH-indazole-5-carboxamide 

To a solution of 3~bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
carboxamide (0.500 g, 1.54 mmol) in 15 mL of ethylene glycol dimethyl ether, was added 3- 
aminophenyl boronic acid (0.358 g, 2.31 mmol), [l,l-bis(diphenylphosphino)-ferrocene] * 
complex with dichloromethane (1:1) (0.178 g, 0.098 mmol), and potassium phosphate (1.63 
g, 7.7 mmol). The reaction mixture was heated to reflux temperature of the solvent for 18 
^ hours. The solvent was then removed under reduced pressure and the crude was partitioned 
between ethyl acetate and water. The title compound was purified by column 
chromatography (Si0 2 , 6% MeOH in CH 2 C1 2 ) (0.457 g, 88 % yield): ES-MS (m/z) 337 
[M+H] + . 

on 

C. 3-r3-(2-Methoxvacetvlamino)phenvl1-l-perhvdro-2H-pwan-2-vl-lH-indazole--5- 
carboxamide 

To a solution of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole- 
5-carboxamide in tetrahydrofuran (6 mL), was added 2-methoxyacetyl chloride (0.065 mL, 
0.713 mmol) followed by triethyl amine (0.414 mL, 2.97 mmol). A small volume of dimethyl 
3 5 formamide was added to aid solubility (1 mL). The reaction mixture was stirred at room 
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temperature for 2 hours. The solvent was removed under reduced pressure and he crude was 
partitioned between ethyl acetate and water. The crude product was isolated as an oily 
yellow residue (yield not calculated): ES-MS (m/z) 409 [M+H] + . 

D - S-rS-a-M ethoxvacetvlamino^phenviyiH-indazole-S-carboxamide 

Through a suspension of 3-[3-(2-methoxyacetylamino)phenyl]-l-perhydro- 
2H-pyran-2-yl-lH-indazole-5-carboxamide in toluene (10 mL), HC1 gas was bubbled for 20 
min. After 6 hours at room temperature, the reaction was complete. The pH of the reaction 
mixture was neutralized using a saturated aqueous NaHC0 3 solution before the solvent was 
removed under reduced pressure. The title compound was isolated as a white solid after 
purification by preparative HPLC (30-100% acetonitrile/water) (0.078g, 40.5% yield): ! H 
NMR (CD 3 OD) 6 8.63 (dd, 1H), 8.19 (t, 1H), 7.94 (dd, 1H), 7.74 (td, 2H), 7.60 (dd, 1H), 
7.49 (t, 1H), 4.06 (s, 2H), 3.49 (s, 3H); ES-MS (m/z) 325 [M+H] + . 

EXAMPLE 291 

3-[3-(4_Pn>ERIDYLCAR^ 

C ARB OXAMIDE 



20 




A - tert-Butvl4 ^N-r3-r5-cvano-l-perhvdro-2H-Pvran-2-vl-lH-indazoU3^ 

25 

J vDphenvll carbamoyl \ piperidinecarboxvlate 

A solution of l-[(tert-butyl)oxycarbonyl]piperidine-4-carboxylic acid (0.317 
g, 1.38 mmol) in 12 mL of dichloromethane was added l-(3-(hmethylarmnopropyl)-3-ethyl 
carbodiimide hydrochloride (EDCI) (0.287 g, 1.5 mmol). The solution was stirred at room 
temperature for 10 min before 3-(3-aminophenyl)- 1 -perhydro-2H-pyran-2-yl-lH-indazole-5- 

OA 

carbonitrile (0.400 g, 1.25 mmol) was added as a solid. (A small volume of dichloromethane 
was used to rinse the flask containing the core). The reaction was stirred at room 
temperature for 12 hours. Even after addition of 0.5 equivalent of carboxylic acid and EDCI, 
the reaction could not be driven to completion. The crude mixture was partitioned between 
water and dichloromethane. The crude was isolated as a brown oil. The yield was not 
calculated. 
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B. tcrt-Rutvl 4- (N43-r5-carbamovl-l-perhydm-2H-pvran-2~vl-lH-indazol-3- 
vDphenvllcarhamovl \ pipcridinecarboxvlate 

To a solution of tert-butyl 4-{N-[3-(5-cyano-l-perhydro-2H-pyran-2-yl-lH- 
indazol-3-yl)phcnyl]carbamoyl}piperidinecarboxylate in 3 mL of ethanol, was added 3 mL of 
5 30% commercially available H 2 0 2 solution followed by 0.280 mL of 6.0 N aqueous NaOH 
solution. Within 30 min, the formation of an abundant white precipitate was observed. The 
mixture was acidified using a 6.0 N aqueous solution of HC1. Upon addition of water (20 
mL), the formation of a precipitate was observed. The solid was collected by filtration, 
washed with small portions of water and dried in a vacuum oven overnight. The desired 
10 product was isolated as a pure white solid (0.277g, 40% over 2 steps): ES-MS (m/z) 548 
[M+H] + . 

C. 3-r3-(4-Pineridvlcarboxvamino)phenvn-lH-indazole-5-carboxamide 

tert-Butyl 4- {N-[3-(5-carbamoyl-l-perhydro-2H-pyran-2-yl-lH-indazol-3- 
lJ yl)phenyl] carbamoyl }piperidinecarboxylate was suspended in 10 mL of toluene and HC1 gas 
was bubbled through for 15 min. The reaction mixture was stirred at room temperature 
overnight. The solvent was removed under reduced pressure after neutralization. Purification 
was performed by preparatory HPLC. (0.01 5 g, 8% yield): l H NMR (CD 3 OD) 8 8.59 (dd, 
1H), 7.91 (d, 1H), 7.56 (d, 1H), 7.29-7.20 (m, 3H), 6.73 (dt, 1H), 3.61 (t, 2H), 3.36 (s, 3H), 
20 3.33 (t, 2H): ES-MS (m/z) 311 [M+H] + . 



EXAMPLE 292 
(1S)-1- {N-[3-(5-CARBAMOYL(lH-INDAZOL-3- 
\TL))PHENYL] CARBAMOYL} ETHYL ACETATE 



25 




30 

A. ( 1 S VI - (N-r3-( 5-Carbamovl- 1 -perhvdro-2H-pvran-2>vl(lH>indazol-3- 
vlT)phenvricarbamovU ethyl acetate 

A solution of (S)-2-acetyl propionic acid (0.1 18 g, 0.89 mmol) in 82 mL of 
dichloromethane was added l-(3-dimethylaminopropyl)-3-ethyl carbodiimide hydrochloride 
35 (EDCI) (0.212 g, 1.1 1 mmol). The solution was stirred at room temperature for 10 min 
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before 3-(3-anrinophenyl)-l-perhydro-2H-pyran-2-^^^ (0.250 g, 

0.74 mmol) was added as a solid. (A small volume of dichloromethane was used to rinse the 
flask containing the core). The reaction was stirred at room temperature for 12 hours. The 
reaction mixture was partitioned between water and dichloromethane. The crude product 
^ was isolated as a brown oil and the yield was not calculated. ES-MS (m/z) 451 [M+H] + . 

B. ( 1 SV 1 - {N-r3-(5-Carbamovl nH-indazol-3-vl^phenvl1carbamovl> ethyl acetate 

In a suspension of (lS)-l-{N-[3-(5-carbamoyl-l-perhydro~2H-pyran-2- 
yl(lH-indazol-3-yl))phenyl]carbamoyl}ethyl acetate in 20 mL of toluene was bubbled HC1 

10 gas for 20 min. The reaction was then stirred at room temperature overnight. The mixture 
was neutralized with an aqueous saturated solution of NaHC0 3 and was concentrated to 
dryness under reduced pressure. After preparatory HPLC purification, the desired product 
was still contaminated with de-acetylated product. The mixture was dissolved in 10 mL of 
tetrahydrofuran and 2 mL of 2.0 N aqueous NaOH were added. After stirring at room 

^ temperature for 12 hours, the ratio was close to 1:1. The 2 species were separated via 
preparatory HPLC (0.043 g, 16% over 3 steps): ! H NMR (DMSO d 6 ) 6 13.47 (s, 1H), 10.25 
(s, 1H), 8.6 (s , 1H), 8.2 (s, 1H), 8.1 (br s, 1H), 7.94 (dd, 1H), 7.76 (dt, 2H), 7.6 (d, 1H), 
7.5 (t, 1H), 7.34 (br s, 1H), 5.07 (q, 1H), 2.1 (s, 32H), 1.46 (d, 3H); ES-MS (m/z) 367 
[M+H] + . 

20 

EXAMPLE 293 
3- { 3 - [(2 -METHOXYETHYL) AMINO] PHENYL } - 1 H- 
INDAZOLE-5-CARBOXAMIDE 



25 




0-CH 3 



A. 3-(3-[(2-Methoxvethvl)amino1phenvl>-l-perhvdro-2H-pvran-2-vl-lH-indazole-5- 
3® carboxamide 

A solution of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2~yl-lH-indazole-5- 
carboxamide (0.200 g, 0.59 mmol) in 6 mL of dimethylformamide was prepared. An excess 
of K 2 C0 3 was added as a solid (200 mg) followed by 2-bromo-l-methoxyethane (0.062 mL, 
0.65 mmol). The reaction was warmed to 40°C for 12 hours, then 60°C for 4 hours. Only a 
35 conversion of about 50% was observed, and at that point, some degree of decomposition. 

-279- 



0210137A3 iA> 



WO 02/010137 PCT/US01/23890 

The reaction mixture was diluted with water and the crude product was extracted with ethyl 
acetate. Purification using column chromatography (4% MeOH in CH 2 C1 2 ) was not 
satisfactory but the enriched fractions were carried on to the next step. The yield was not 
calculated; ES-MS (m/z) 395 [M+H] + . 

5 

B. 3- {3-r(2-Methoxvethvl)amino1phenvU -lH-indazole-5-carboxamide 

In a suspension of 3-{3-[(2-methoxyethyl)amino]phenyl}-l-perhydro-2H-- 

pyran-2-yl-l H-indazole-5-carboxamide in 20 mL of toluene was bubbled HC1 gas for 20 

min. The reaction was then stirred at room temperature overnight. The mixture was 

10 neutralized with an aqueous saturated solution of NaHC0 3 and was concentrated to dryness 

under reduced pressure. After 2 preparatory HPLC purifications, a small amount of pure 

material was isolated. (0.015 g, 8% over 2 steps): *H NMR (CD 3 OD) 6 8.59 (dd , 1H), 7.91 

(d, 1H), 7.56 (ds, 1H), 7.29-7.20 (m, 3H), 6.73 (dt, 1H), 3.61 (t, 2H), 3.36 (s, 3H), 3.334 (t, 

2H); ES-MS (m/z) 3 1 1 [M+H] + . 
15 . 

EXAMPLE 294 
3-[3-(3-Pn>ERTOYLPROPANOYIJ^^ 

CARBOXAMIDE 

20 




25 

A. l-Perhvdro-2H-pwan-2-vl-3-[3-r3-piperidvlpropanovlamino)phenvl1-lH-indazole-5- 
carboxamide 

To a solution of 3-piperidylpropanoic acid (0.102 g, 0.65 mmol) in 6 mL of 
dichloromethane was added l-(3-dimethylaminopropyl)-3-ethyl carbodiimide hydrochloride 
(EDCI) (0.135 g, 0.71 mmol). After 10 min at room temperature, 3-(3-aminophenyl)-l- 
30 perhydro-2H-pyran-2-yl-lH-indazole-5-carboxamide (0.200 g, 0.59 mmol) was then added 
as a solid followed by 2 mL of dimethyl formamide. The reaction mixture was stirred at 
room temperature overnight. The crude mixture was partitioned between water and ethyl 
acetate. The crude was not purified (yield not calculated), ES-MS (m/z) 476 [M+H] + . 

B. 3-r3-n'Piperidylpropanovlamino^phenvl1-lH-indazole-5-carboxamide 

-280- 



MSDOCID: <WO 0210137A3_IA> 



WO 02/0101 J7 PCT/US01/23890 

l-Pcrhydro-2H-pyran-2-yl-3-[3-(3-piperidylpropanoylamino)phenyl]-lH- 
indazole-5-carboxamide was suspended in 20 mL of toluene and HC1 gas was bubbled 
through for 1 5 min. The reaction mixture became gummy and was stirred at room 
temperature overnight. The supernatant solution was decanted and the residue was purified 
5 by preparatory HPLC. (0.017 g, 7% yield over 2 steps): 'H NMR (DMSO d 6 ) 8 13.48 (s, 
1H), 10.38 (s, 1H), 8.62 (s, 1H), 8.1 (s , 1H), 7.94 (dd, 1H), 7.94 (dd, 1H), 7.73 (d, 1H), 
7.62 (d, 1H), 7.48 (t, 1H), 7.36 (br s, 1H), 2.65 (m, 2H), 2.5 (m, 2H), 2.4 (br s, 4H), 1.52 
(m, 4H), 1 .40 (m, 2H); ES-MS (m/z) 392 [M+H] + . 

10 EXAMPLE 295 

3-[3-(2-FURYLCARBONYLAMINO)PHENYL]-lH-INDAZOLE-5- 

C ARB OXAMEDE 



15 




A. 3-r3-(2-Fur\1carbonvlamino^phenvll-l-perhvdro-2H-PVTan -2-vl-lH-indazole-5- 
20 carboxamide 

To a solution of 3-(3-aniinophenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole- 
5-carboxamide (0.200g, 0.59 mmol) in 6 mL of tetrahydrofuran was added 2-furanoic acid 
chloride (0.064 mL, 0.65 mmol), followed by triethyl amine (0.091 mL, 0.65 mmol). The 
reaction was stirred at room temperature overnight. The crude mixture was partitioned 
^ 5 between water and ethyl acetate. The extracts were concentrated to dryness. The crude was 
not purified (yield not calculated). ES-MS (m/z) 431 [M+H] + . 



B. 3-r3-(2-Furvlcarbonvlamino^phenvll-lH-indaz ole-5-carboxamide 

3-[3K2-Furylcarbonylanimo)phenyl]-l-perhydro-2H-pyran-2-yl-lH-indazole- 

30 5-carboxamide was suspended in 10 mL of toluene and HC1 gas was bubbled through for 15 
min. The reaction mixture was stirred at room temperature overnight. After neutralization 
with aqueous NaHC0 3 , the reaction mixture was evaporated to dryness and purified by 
preparatory HPLC. (0.1 1 1 g, 54% yield): 'H NMR (DMSO d 6 ) 8 13.5 (br s, 1H), 10.3 (s, 
1H), 8.64 (s, 1H), 8.4 (s , 1H), 8.11 (br s, 1H), 7.97 (s, 1H), 7.92 (t, 2H), 7.8 (d, 1H), 7.6 

35 (d, 1H), 7.52 (t, 1H), 7.39 (d, 1H), 7.36 (s, 1H), 6.7 (t, 1H); ES-MS (m/z) 347 [M+H] + . 
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EXAMPLE 296 
N43-(5-(lH-l,2,4-TRIAZOL-3-^ 

(DIMETHYLAMINO)ACETAMIDE 




10 

A. 2-fl3imethvIaminoVN-(3- ( 1 -perhvcta)-2H-pvran-2-vl-5-ri -(triphenvlmethvl¥ 1 

triazol-3-y W( 1 H-indazol-3-vmphenvnacetamide 

To a solution of 2-(dimethylamino)acetic acid hydrochloride (0.077*g, 0.55 

mmol) in 5 mL of dichloromethane was added l-(3-dimethylaminopropyl)-3-ethyl 

15 carbodiimide hydrochloride (EDCT) (0.105 g, 0.55 mmol) and triethyl amine (0.077 mL, 0.55 

mmol). The reaction was stirred at room temperature for 10 min before 3-{l-perhydro-2H- 

pyran-2-yl-5-[ 1 -(triphenylmethyl)(l ,2,4-triazol-3-yl)]- lH-indazol-3-yl}phenylamine (0.300 

g, 0.498 mmol), dissolved in 1 mL of dichloromethane was added to the solution. The 

reaction was stirred at room temperature overnight. Further conversion was promoted by 
20 • 

reacting an additional equivalent of reagents and stirring at room temperature for 12 hours. 
The reaction mixture was then partitioned between water and dichloromethane. The crude 
material that was obtained from evaporation of the extracts was not purified further. (Yield 
not calculated) ES-MS (m/z) 688 [M+H] + . 

25 B. N-f3-( 5-H H-L2.4-Triazol-3-vl)( lH-indazol-3-viytohenvl1-2- 
(dimethvlaminotecetamide 

2-(Dimethylamino)-N-(3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 - 
(triphenylmethyl)(l,2,4-triazo^ was dissolved in 4 

mL of 4.0 N HC1 in 1,4-dioxane and the reaction was stirred at room temperature for 3 

30 

JU hours. After neutralization with aqueous NaHC0 3 , the reaction mixture was evaporated to 
dryness and purified by preparatory HPLC. (0.023 g, 13% yield over 2 steps): *H NMR 
(CD 3 OD) 6 8.7 (d, 1H), 8.32 (br s , 1H), 8.17 (t, 1H), 8.05 (dd, 1H), 7.7 (t, 2H), 7.6 (dd, 
1H), 7.4 (t, 1H), 3.18 (s, 2H), 2.38 (s, 6H); ES-MS (m/z) 362 [M+H] + . 

35 EXAMPLE 297 
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N-[3-(5-( 1H- 1 ,2,4-TRIAZOL-3-YL)-l H-INDAZOL-3- 

YL)PHENYL]BUT AN AMIDE 




A. N-(3- ( 1 -Perhvdro-2H-pyran-2-vl-5-r 1 -ftriphenvlmethvlV 1 .2. 4-triazol-3-vlVl-lH- 
*0 mdazol-3-vUphenvDbutanarnide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine ( 0.200 g, 0.33 mmol) in 4 mL of 
tetrahydrofuran was added butanoyl chloride (0.052 mL, 0.49 mmol) followed by taiethyl 
amine (0.230 mL, 0.167 mmol). The reaction was stirred at room temperature for 15 hours. 
*^ The reaction mixture was partitioned between water and ethyl acetate. The residue was not 
purified (yield not calculated). ES-MS (m/z) 673 [M+H] + . 

B. N-r3-(5-flH-1.2.4-Triazol-3-vlVlH-indazol-3-vnphenvnbutanamide 

N-(3- { 1 -Perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)( 1 ,2,4-triazol-3-yl)]- 
20 lH-indazol-3-yl}phenyl)butanamide was dissolved in 4 mL of 4.0 N HC1 in 1,4-dioxane and 
the reaction was stirred at room temperature for 3 hours. After neutralization with aqueous 
NaHC0 3 , the reaction mixture was evaporated to dryness and purified by preparatory HPLC. 
(0.031 g, 27% yield over 2 steps): 'H NMR (CD 3 OD) 8.75 (br s, 1H), 8.25 (br s , 1H), 8.1 
(br s, 1H), 7.7-7.6 (m, 3H), 7.5 (t, 1H), 2.4 (t, 2H), 1.72 (sextet, 2H), 1.0 (t, 3H); ES-MS 
25 (m/z) 362 [M+H] + . 

EXAMPLE 298 
2E-N-[3-(5-(lH-l ,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3- 
YL))PHENYL]-3-PHENYLPROP-2-ENAMIDE 

30 




35 
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A. (2EVN-r3-n-Perhvdro-2H^ 
vni(lH-indazol>3-vl)|phenvl)-3-phenvlprop-2~enamide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl^ 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine ( 0.150 g, 0.248 mmol) in 2.5 mL of 
5 tetrahydrofuran was added (2E)-3-phenylprop-2-enoyl chloride (0.062 g, 0.372 mmol) 
followed by triethyl amine (0. 1 73 mL, 1 .24 mmol). The reaction was stirred at room 
temperature for 2 hours. The reaction mixture was partitioned between water and ethyl 
acetate. The residue was not purified (yield not calculated). ES-MS (m/z) 733 [M+H] + . 



10 



B. 2E-N-r3-(5^1H-1.2,4-Tri^ 
enamide 



(2E)-N-(3- { 1 -Perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)(l ,2,4-triazol-3- 
yl)](lH-indazol-3-yl)}phenyl)-3-phenylprop-2-enamide was dissolved in 4 mL of 4.0 N HC1 
in 1 ,4-dioxane and the reaction was stirred at room temperature overnight. After 
neutralization with aqueous NaHC0 3 , the compound precipitated out of solution. The solid 
was collected by filtration and was purified by preparative HPLC. (0.036 g, 33% yield over 2 
steps): 'HNMR (CD 3 OD) 6 8.7 (s, 1H), 8.3 (br s, 1H), 8.1 (br d, 1H), 7.8-7.6 (m, 6H), 
7.54 (t, 1H), 7.45-7.4 (m, 3H), 6.85 (d, 1H); ES-MS (m/z) 407 [M+HJ + . 



20 



EXAMPLE 299 

N-[3-(5-(lH-l,2,4-TIOAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL]-2- 

PHENOXYPROP AN AMIDE 



25 




A - N-fS-n-Pe rhvdro^H-nvran^-vl-S-ri-rtriphenvlmethvnfl^^-triazol-S-vl^nH- 
JU indazol-3-vniphen vn-2- phenoxvpropanamide 

To a solution of 2-phenoxypropanoic acid (0.045 g, 0.274 mmol) in 2.5 mL 
of dichloromethane was added l-(3-dimethylaminopropyl)-3-ethyl carbodiimide 
hydrochloride (EDCI) (0.057 g, 0.298 mmol). The reaction was stirred at room temperature 
for 10 min before 3-{l-perhydrc>-2H-pyi^-2-yl-5-[l-(triphenylmemyl)(l,2 5 4-triazol-3-yl)]- 
35 lH-mdazol-3-yl}phenylarnine (0.150 g, 0.248 mmol) dissolved in 1 mL of dichloromethane, 
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was added to the solution. The reaction was stirred at room temperature for 3 hours. The 
reaction mixture was then partitioned between water and dichloromethane. The crude 
material that was obtained from evaporation of the extracts was not purified further. (Yield 
not calculated) ES-MS (m/z) 751 [M+H] + . 

5 

B. N43-(5-aH-l,2.4-Triazol-3^^ 

N-(3 - { 1 -Perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)( 1 ,2,4-triazol-3- 
yl)](lH-indazol-3-yl)}phenyl)-2- phenoxypropanamide was dissolved in 4 mL of 4.0 N HG1 
in 1,4-dioxane and the reaction was stirred at room temperature overnight. After 
10 neutralization with aqueous NaHC0 3 , the reaction mixture was evaporated to dryness and 
purified by preparative HPLC. (0.062 g, 59% yield over 2 steps): *H NMR (CD 3 OD) 8 8.73 
(s, 1H), 8.17 (t, 1H), 8.1 (d, 1H), 7.8-7.67 (m, 3H), 7.51 (t, 1H), 7.34-7.27 (m, 2H), 7.06- 
6.95 (m, 3H), 4.87 (q, 1H), 1.68 (d, 3H); ES-MS (m/z) 425 [M+H] + . 



15 



EXAMPLE 300 

3- {3-[2-(DIMETHYIAMIN^ 

5-CARBOXAMIDE 



20 




A. 3- ( S-^-fD imethvlamino ^acetvlaminolphenvU - 1 -perhvdro-2H-pvran-2-vl- 1 H- 
indazole-5-carboxamide 

To a solution of 2-(dimethylamino)acetic acid hydrochloride (0.091 g, 0.649 
mmol) in 6 mL of dichloromethane was added l-(3-dimethylaminopropyl)-3-ethyl 
carbodiimide hydrochloride (EDCI) (0.135 g, 0.708 mmol) and triethyl amine (0.090 mL, 
0.649 mmol). The reaction was stirred at room temperature for 10 min before 3-(3- 

30 aminophenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carboxamide (0.200 g, 0.59 mmol) 
dissolved in 1 mL of dichloromethane, was added to the solution. Dimethyl formamide (2 
mL) was added to aid solubility. Additional reagent (1 equivalent) was necessary to drive the 
reaction to completion. The reaction mixture was then partitioned between water and 
dichloromethane. The crude material that was obtained from evaporation of the extracts was 

35 not purified further. (Yield not calculated) ES-MS (m/z) 422 [M+H] + . 
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B. 3-13- r2-JT)imethvlamino)acetvlamino1phenvl 1-1 H-indazole- 5 -carboxamide 

3- {3-[2-(Dimethylamino)acetylamino]phenyl}-l -perhydro-2H-pyran-2-yl-lH- 
indazole-5-carboxamide was suspended in toluene (10 mL) and HC1 gas was bubbled 
through the suspension for 15 min. The reaction was then stirred at room temperature 
overnight. After neutralization with aqueous NaHC0 3 , the reaction mixture was evaporated 
to dryness and purified by preparatory HPLC. (0.027 g, 13.5 % yield over 2 steps): *H 
NMR (CD 3 OD) 8.66 (s, 1H), 8.22 (t, 1H), 7.97 (dd, 1H), 7.75 (t, 2H), 7.63 (d, 2H), 7.51 (t, 
1H), 3.21 (s, 2H), 2.41 (s, 6H); ES-MS (m/z) 338 [M+H] + . 



10 



EXAMPLE 301 
N-[3-(5-(lH-l,2,4-TRIAZOL-3-^ 

DIMETHYIJBUTANAMIDE 



15 




O H 3 C V CH3 

N 
H 



20 



A. 3,3-Dimethvl-N-f3-{ 1 -Perhvdro-2H-pvran-2-vl-5-r 1 -(triphenvlmethviy 1 .2.4- 
triazol- 3 - vDI ( 1 H-indazol-3 - vD > phenvDbutanamide 

To a solution of 3-{l-Perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.150 g, 0.248 mmol) in 2.5 mL of 
25 tetrahydrofuran was added 3,3-dimethylbutanoyl chloride (0.050 g, 0.372 mmol) followed by 
triethyl amine (0.173 mL, 1.24 mmol). The reaction was stirred at room temperature for 3 
hours. The reaction mixture was partitioned between water and ethyl acetate. The residue 
was not purified (yield not calculated). ES-MS (m/z) 701 [M+H] + . 

30 B. NrlSzCHlHzl^ 

3,3-Dimethyl-N-(3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)(l ,2,4- 
triazol-3 -yl)] ( 1 H-indazol-3 -yl) } phenyl)butanamide was dissolved in 4 mL of 4.0 N HC1 in 
1 ,4-dioxane and the reaction was stirred at room temperature overnight. After neutralization 
with aqueous NaHC0 3 , the reaction mixture was evaporated to dryness and was purified by 

35 preparative HPLC (0.027 g, 29% yield over 2 steps): ! H NMR (CD 3 OD) 6 8.73 (s, 1H), 

-286- 



0210137A3_IA> 



WO 02/010137 



PCT/US01/23890 



8.15 (s , 1H), 8.10 (d, 1H), 7.75 (t, 2H), 7.69 (d, 1H) 5 7.51 (t, 1H), 2.30 (s, 2H), 1.12 (t, 
9H); ES-MS (m/z) 375 [M+H]\ 

EXAMPLE 302 
N-[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3- 

YL))PHENYL]CYCLOPROPYLCARBOXAMIDE 



10 




A. Cvclopropv1-N-(3- i 1 -perhvdro-2H-pvran-2-vl-5-r 1 -( triphen vlmethvDd .2.4-triazol- 

15 3 _ v ] vj( i H-in day.ol-3 -vl > 1 nhenvncarboxamide 

To a solution of cyclopropanecarboxylic acid (0.024 g, 0.274 mmol) in 2.5 
mL of dichloromethane was added l-(3-dimethylaminopropyl)-3-ethyl carbodiimide 
hydrochloride (EDCI) (0.057 g, 0.298 mmol). The reaction was stirred at room temperature 
for 10 min before 3-{l-perhydro-2H-pyran-2-yl-5-[l^triphenylmethyl)(l,2,4-triazol-3-yl)]- 

20 lH-indazol-3-yl}phenylamine (0.1 50g, 0.248 mmol), dissolved in 1 mL of dichloromethane 
was added to the solution. The reaction was stirred at room temperature for 2 days while 2 
additions of one equivalent of reagents were necessary. The reaction mixture was then 
partitioned between water and dichloromethane. The crude material that was obtained from 
evaporation of the extracts was not purified further. (Yield not calculated) ES-MS (m/z) 672 

25 [M+2H] + . 

B. N-r3-f5-(lH-1.2.4-Triayol-3-vl¥lH-indazol-3-vl^phenvncv clopropvlcarboxamide 

Cyclopropyl-N-(3- { 1 -perhydro-2H-pyran-2-yl-5-[l -(triphenylmetbyl)(l ,2,4- 
triazol-3-yl)](lH-indazol-3-yl)}phenyl)carboxamide was dissolved in 4 mL of 4.0 N HC1 in 
30 1,4-dioxane and the reaction was stirred at room temperature overnight. After neutralization 
with aqueous NaHC0 3 , the reaction mixture was evaporated to dryness and purified by 
preparative HPLC. (0.026 g, 30% yield over 2 steps): 'H NMR (DMSO d 6 ) 6 8.75 (s, 1H), 
8.36 (br s, 1H), 8.24 (s, 1H), 8.12 (d, 1H), 7.76-7.72 (m, 3H), 7.5 (t, 1H), 1.83 (m, 1H), 
0.97-0.84 (m, 4H); ES-MS (m/z) 345. 

35 
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EXAMPLE 303 

N-[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL]-2- 

INDOL-3-YL-2-OXOACET AMIDE 




10 A. 2-ftidol-3-vl-2-oxo-N-f3- 1 1 -perhvdro-2H-pvran-2-vl-5-n -(triphenvlmethvDf 1 .2.4- 
triazol-3-vl'>'|( 1 H-indazol-3-vD I phenvDacetamide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0. 1 50 g, 0.248 mmol) in 2.5 mL of * 
tetrahydrofuran was added 2-indol-3-yl-2-oxoacetyl chloride (0.103 g, 0.496 mmol), 
5 followed by triethyl amine (0. 1 73 mL, 1 .24 mmol). The reaction was stirred at room 
temperature overnight. The reaction mixture was then partitioned between ethyl acetate and 
water. The crude material that was obtained from evaporation of the extracts was not 
purified further. (Yield not calculated) ES-MS (m/z) 774 [M+H] + . 

20 B. N43-f5-flH-1.2.4-Triazol-3-vl¥lH-indazol-3-vmphenvll-2-indol-3-vl-2- 
oxoacetamide 

2-Indol-3-yl-2-oxo-N-(3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 - 
(triphenylmethyl)(l,2,4-triazol-3-yl)](lH-indazol-3-yl)}phenyl)acetamide was dissolved in 4 
mL of 4.0 N HC1 in 1,4-dioxane and the reaction was stirred at room temperature overnight. 
^ J After neutralization with aqueous NaHC0 3 , the reaction mixture was evaporated to dryness 
and purified by preparative HPLC. (0.018 g, 16% yield over 2 steps): 'H NMR (CD 3 OD) 6 
11.93 (s, 1H), 10.53 (s, 1H), 8.95 (s, 1H), 8.86 (s, 1H), 8.55 (s, 1H), 8.52 (s, 1H), 8.41 (dd, 
1H), 8.14 (dd, 1H), 8.0 (d, 1H), 7.89 (d, 1H), 7.75 (d, 1H), 7.64-7.54 (m, 2H), 7.34-7.30 
(m, 2 H); ES-MS (m/z) 449. 

30 

EXAMPLE 304 

N-[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL](6- 

CHLORO(3-PYRIDYL))CARBOXAMIDE 

35 
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A. 6-CUoro(3-pvridviyi-N-(3- ( 1 -perhvdro-2H-pvran-2-vl-5-r 1 - 
(triphenvlmethvlVL 

10 To a solution of 3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)(l ,2,4- 

triazol-3-yl)]-lH-indazol-3-yl}phenylaniine (0.150 g, 0.248 mmol) in 2.5 mL of 
tetrahydrofuran was added 6-chloropyridine-3-carbonyl chloride (0.087 g, 0.496 mmol), 
followed by triethyl amine (0.173 mL, 1.24 mmol). The reaction was stirred at room 
temperature overnight. The reaction mixture was then partitioned between ethyl acetate and 

15 water. The crude material that was obtained from evaporation of the extracts was not 
purified further. (Yield not calculated) ES-MS (m/z) 743 [M+H] + . 

B. N-r3-(5-aH-1.2.4-Triazol-3^ 
pvridvlVtcarboxamide 

20 6~Chloro(3-pyridyl))-N-^ 

(triphenylmethyl)(l,2,4-tria^ was dissolved in 

4 mL of 4.0 N HC1 in 1,4-dioxane and the reaction was stirred at room temperature 
overnight. After neutralization with aqueous NaHC0 3 , the reaction mixture was evaporated 
to dryness and purified by preparative HPLC. Upon neutralization of the fractions, the title 

25 compound precipitated out as a white solid that was collected by filtration, washed with 
water and dried in a vacuum oven. (0.019 g, 18% yield over 2 steps): *H NMR (CD 3 OD) 6 
9.00 (d, 1H), 8.77 (s, 1H), 8.40 (dd, 1H), 8.20 (br s, 1H), 8.15 (dd, 1H), 8.03 (s, 1H), 7.9 
(d, 1H), 7.8 (d, 1H), 7.65-7.54 (m, 3H); ES-MS (m/z) 416. 

30 EXAMPLE 305 

N-[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3- 
YL))PHENYL] C YCLOPENT YLC ARBOXAMIDE 



35 
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A. Cyclopenl yl-N-(3- ( 1 ■perhvdro>2H-pvran-2-vl-5-ri^triphenvlmethvnri .2.4-triazol-3- 
yni(lH-indazol>3-vlMDhenvl)carboxartiide 

10 To a solution of 3-{l-perhydro-2H-p>r^ 

triazol-3-yl)]-l]I-indazol-3-yl}phenylamine (0.150 g, 0.248 mmol) in 2.5 mL of 
tetrahydrofuran was added cyclopentanecarbonyl chloride (0.060 mL, 0.496 mmol), 
followed by triethyl amine (0.173 mL, 1.24 mmol). Completion of the reaction necessitated 
the addition of 2 more equivalents of reagents and a total reaction time of 48 hours at room 

15 temperature. The reaction mixture was then partitioned between ethyl acetate and water. The 
crude material that was obtained from evaporation of the extracts was not purified further. 
(Yield not calculated) ES-MS (m/z) 699 [M+H] + . 

B. N-r3-(5-( 1H-1 ,2,4-Triazol-3-vlVlH~ inda2ol-3>vn)phenvl1cvclopentvlcarboxamide 

20 

Cyclopentyl-N-(3- { 1 -perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l ,2,4- 
triazol-3-yl)](lH-indazol-3-yl)}phenyl)carboxamide was dissolved in 4 mL of 4.0 N HC1 in 
1 ,4-dioxane and the reaction was stirred at room temperature overnight. After neutralization 
with aqueous NaHCOj, the reaction mixture was evaporated to dryness and purified by 
preparative HPLC. (0.043 g, 46% yield over 2 steps): 'H NMR (CD 3 OD) 6 8.73 (s, 1H), 
25 8.36 (br s, 1H), 8.17 (s, 1H), 8.10 (d, 1H), 7.76-7.67 (m, 3H), 7.5 (t, 1H), 2.85 (quintet, 
1H), 2.04-1 .63 (m, 811); ES-MS (m/z) 373. 

EXAMPLE 306 
N-[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3- 
YL))PHENYL]METHANE CARBOXYLIC ACID 



35 
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A - MethvirN43-ll-perhvdr o-2H-Pvran-2-vl-5ri-ftriDhenvlmethvlX1.2.4-triazol-3-vni- 
lH-indazol-3-vllphenvDcarbamovllformate 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l ,2,4- 
5 triazol-3-yl)]- lH-indazol-3-yl}phenylamine (0.150 g, 0.248 mmol) in 2.5 mL of 
tetrahydrofuran was added methyl(chlorocarbonyl)formate (0.068 g, 0.496 mmbi), followed 
by triethyl amine (0. 1 73 mL, 1 .24 mmol). The reaction was stirred at room temperature 
overnight. The reaction mixture was then partitioned between ethyl acetate and water. The 
crude material that was obtained from evaporation of the extracts was not purified further. 
10 (Yield not calculated) ES-MS (m/z) 689 [M+H] + . 

B - N-r3-f5-nH-1.2.4-Triazo l-3-vnflH-indazol-3-vl^phenvnmethane carboxvlic acid 

Methyl[N-(3- { l-perhydro-2H-pyran-2-yl-5 [ 1 -(triphenylmethyl)(l ,2;4-triazol- 
3-yl)]-lH-indazol-3-yl}phenyl)carbamoyl3formate was dissolved in 4 mL of 4.0 N HC1 in 
15 1,4-dioxane and the reaction was stirred at room temperature overnight. These conditions 
effected deprotection of the triazole and indazole but also hydrolysis of the ester. After 
neutralization with aqueous NaHC0 3 , the reaction mixture was evaporated to dryness and 
purified by preparative HPLC. The pH of the fraction was adjusted to 4 to allow extraction 
of the pure product in ethyl acetate (0.01 1 g, 12% yield over 2 steps): 'H NMR (CD 3 OD) 6 



20 



25 



8.77 (br s, 1H), 8.43 (br s, 1H), 8.37 (br s, 1H), 8.10 (d, 1H), 7.86 (br s, 2H), 7.70 (d, 1H), 
7.57 (t, 1H); ES-MS (m/z) 349 [M+H] + . 

EXAMPLE 307 

N-[3-(5-(lH-l ,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3- 
YL))PHENYL]BENZO[b]TfflOPHEN-2-CARBOXAMIDE 



HN 



30 




A. Benzon?1thiophen-2-vl-rN-(3-n-perhvdro-2H-Pvran-2-v1-5-f1- 
(triphenvlmethvlV 1 .2.4-triazol-3-vlYl ( 1 H-indazol-3-vD 1 phenvncarh ox am irte 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-mdazol-3-yl}phenylarmne (0.150 g, 0.248 mmol) in 2.5 mL of 
35 tetrahydrofuran was added 2-benzo[b]thiophene-2-carbonyl chloride (0.098 g, 0.496 mmol), 
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followed by triethyl amine (0.173 mL, 1.24 mmol). The reaction was stirred at room 
temperature overnight. The reaction mixture was then partitioned between ethyl acetate and 
water. The crude material that was obtained from evaporation of the extracts was not 
purified further. (Yield not calculated) ES-MS (m/z) 763 [M+H] + . 

5 

B. N-r3-( 5-flH-l .2.4-TriazoK3-vnaH-indazol-3-vl^Dhenvnben2orb1thiophen-2- 
carboxamide 

B enzo [b] thi ophen-2-yl- [N- (3 - { 1 -perhydro-2H-pyran-2-yl-5-[ 1 - 
(triphenylmethyl)(l,2Atriazol-3-yl)](lH-indazol-3-yl)}phenyl)car^ was dissolved h 

^4 mL of 4.0 N HC1 in 1,4-dioxane and the reaction was stirred at room temperature for 3 
days. Monitoring of the reaction showed that the removal of the THP group required a 
reaction time longer than usual. After neutralization with aqueous NaHC0 3 , the reaction 
mixture was concentrated, extracted with ethyl acetate and the product was purified by 
preparative HPLC. (0.027 g, 25% yield over 2 steps): *H NMR (CD 3 OD) 6 8.81 (s, 1H), 

15 8.38 (t, 1H), 8.27 (s, 1H), 8.12 (d, 1H), 7.99-7.92 (m, 3H), 7.85 (d, 1H), 7.70 (d, 1H), 7.59 
(t, 1H), 7.50-7.40 (m, 2H); ES-MS (m/z) 437. 



20 



EXAMPLE 308 

N-[3-(5-( 1 H- 1 ,2,4-TRIA^ 

PYRIDYLCARBOXAMIDE 




25 

A. !>J-(3-n-pe rhvdro-2H-Pwan-2-vl-5-[l-(triphenvlmethvlVL2.4 
indazol-3-vD)phenvlV2-pvridvlcarboxamide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.150 g, 0.248 mmol) in 2.5 mL of 
30 tetrahydrofuran was added pyridine-2-carbonyl chloride (0.089 g, 0.496 mmol), followed by 
triethyl amine (0.173 mL, 1 .24 mmol). The reaction was stirred at room temperature 
overnight. The reaction mixture was then partitioned between ethyl acetate and water. The 
crude material that was obtained from evaporation of the extracts was not purified further. 
(Yield not calculated) ES-MS (m/z) 708 [M+H] + . 
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B. N-D-(5-( 1 H- 1 .2.4-Triazol-3-v1Vl H-mdazol-^-vnyhenvll-a-pyridvlcarboxamide 

[N-(3- { 1 -Perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)](lH-indazol-3-yl)}phenyl)-2-pyridylcait>oxamide was dissolved in 4 mL of 4.0 N HC1 in 
1 ,4-dioxane and the reaction was stirred at room temperature overnight. After neutralization 
5 with aqueous NaHC0 3 , the crude product was extracted with ethyl acetate and purified by 
preparative HPLC. (0.037 g, 39% yield over 2 steps): 'H NMR (CD 3 OD) 6 8.81 (s, 1H), 
8.76 (dt, 1H), 8.55 (t, 1H), 8.45 (br s, 1H), 8.25 (dt, 1H), 8.12 (dd, 1H), 8.09 (td, 1H), 8.00 
(dt, 1H), 7.85 (dt, 2H), 7.73 (d, 1H), 7.65 (ddd, 1H), 7.59 (t, 1H); ES-MS (m/z) 382 
[M+H] + . 

10 

EXAMPLE 309 

N-[3-(5-< 1 H-U,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL]-3- 

FUR YLC ARB OXAMIDE 

15 




20 A. 3-Furvl-N-( 3- n-perhvdro-2H-pvran-2-vl-5ri-ftriphenvlmethvnri .2.4-triazol-3- 
vl VI ( 1 H-indazol-3- vl ) \ phenvDcarboxamide 

To a solution of furan-3-carboxylic acid (0.056 g, 0.496 mmol) in 2.5 mL of 
dichloromethane, was added 1 -(3-dimemylaminopropyl)-3-ethyl carbodiimide hydrochloride 
(EDCI) as a solid (0. 1 05 g, 0.546 mmol). The solution was stirred at room temperature for 

25 10 min before 3-{l-perhydro-2H-pyr^^ 

indazol-3-yl}phenylamine (0.150 g, 0.248 mmol) dissolved in 1 mL of dichloromethane, was 
added. The reaction was stirred at room temperature overnight. The reaction mixture was 
then partitioned between dichloromethane and water. The crude material that was obtained 
from evaporation of the extracts was not purified further. (Yield not calculated) ES-MS 

30 (m/z) 697 [M+H] + . 

B. N43-(5-nH- h2.4-Triazol-3^ 

3-Fuiyl-N-(3- { l-perhydro-2H-pyran-2-yl-5 [1 -(triphenylmethyl)(l ,2,4-triazol» 
3-yl)](lH-indazol-3-yl)}phenyl)caiboxamide was dissolved in 4 mL of 4.0 N HC1 in 1,4- 

Of 

JJ dioxane and the reaction was stirred at room temperature overnight. After neutralization 
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with aqueous NaHC0 3 , the crude product was extracted in ethyl acetate and was purified by 
preparative HPLC. (0.034 g, 37% yield over 2 steps): 'H NMR (CD 3 OD) 6 8.79 (s, 1H), 
8.28 (d, 2H), 7.88 (d, 1H), 7.81 (d, 1H), 7.70 (d, 1H), 7.65 (t, 1H), 7.55 (t, 1H), 7.01 (d, 
lH);ES-MS(m/z)371. 

5 

EXAMPLE 310 

N-[3-(5-( 1 H- 1 ,2,4-TRIAZOL-3-YL)(lH-fiNIDAZOL-3-YL))PIJENYL]-2-HYDROXY-2- 

PHENYLACET AMIDE 



10 




15 A. N-(3-(l-Perhvdro-2H-pwan-2-vl-541-ftriDhenvlmethvlV1.2.4-triazol-3-vniflH- 
indazol -3 - vP \ phenvl)carbamovl")phenvlmethvl acetate 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5^^ 
triazolO-yI)]-lH-indazol-3-yl}phenylamine (0.150 g, 0.248 mmol) in 2.5 mL of 
tctrahydrofiiran was added 3 -acetoxy phenyl acetyl chloride (0.105 g, 0.496 mmol), followed 

^ by tnethyl. amine (0.173 mL, 1.24 mmol). The reaction was stirred at room temperature 
overnight. The reaction mixture was then partitioned between ethyl acetate and water. The 
crude material that was obtained from evaporation of the extracts was not purified further. 
(Yield not calculated) ES-MS (m/z) 779 [M+H] + . 

25 B. N-r3-(5-nH-h2.4-Triazol-3-vm 
phenvlacetamide 

N-(3- { 1 -Perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)( 1 ,2,4-triazol-3- 
yl)](lH-indazol-3-yl)}phenyl)carbamoyl]phenylmethyl acetate was dissolved in 4 mL of 4.0 
N HC1 in 1,4-dioxane and the reaction was stirred at room temperature overnight. 

OA 

DKJ Monitoring of the reaction showed that these conditions effected a clean deprotection of 
triazole and indazole. After neutralization with aqueous NaHC0 3 , the intermediate was 
extracted in ethyl acetate and purified by preparative HPLC. (0.060g) This intermediate was 
then dissolved in 3 mL of MeOH and the solution was treated with 0.5 mL of saturated 
aqueous NaHC0 3 solution. After 2 hours at room temperature, the reaction mixture was 

35 neutralized with 2.0 N HC1 aqueous solution and the desired product was purified by 
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preparatory HPLC (0.030 g, 30% yield over 3 steps): 'H NMR (CD 3 OD) 6 8.73 (br s, 1H), 
8.58 (br s, <1H), 8.2 (br s, 1H), 8.0 (br s, <1H), 7.78 (d, 2H), 7.68 (br s, 1H), 7.59-7.49 (m, 
3H), 7.41-7.29 (m, 3H), 5.21 (s, 1H); ES-MS (m/z) 41 1 [M+H] + . 

EXAMPLE 311 

N-[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL]ISOXAZOL-5- 

YLC ARB OXAMIDE 



10 




A. Isoxazol-5-vl-N-(3- ( 1 -D erhvdro-2H-pvran-2-vl-5 r 1 -ftriphenvlmethvl¥ 1 .2.4-triazol- 
3-vlWlH-mdazol-3-vl)lphenvltearboxainide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-mdazol-3-yl}phenylamine (0.150 g, 0.248 mmol) in 2.5 mL of 
tetrahydrofuran was added isoxazole-5-carbonyl chloride (0.066 g, 0.496 mmol), followed 
by triethyl amine (0.173 mL, 1.24 mmol). The reaction was stirred at room temperature 

20 

overnight. The reaction mixture was then partitioned between ethyl acetate and water. The 
crude material that was obtained from evaporation of the extracts was not purified further. 
(Yield not calculated) ES-MS (m/z) 698 [M+H] + . 

B- N-rS-fS-flH-l^^-Triaz ol-S-vnflH-indazol-S-vl^Dhenvnisoxazol-S-vlcarboxamide 

Isoxazol-5 -yl-N-(3- { 1 -perhydro-2H-pyran-2-yl-5 [ 1 -(triphenylmethyl)(l ,2,4- 
triazol-3-yl)](lH-indazol-3-yl)}phenyl)carboxamide was dissolved in 4 mL of 4.0 N HC1 in 
1 ,4-dioxane and the reaction was stirred at room temperature overnight. After neutralization 
with aqueous NaHC0 3 , the crude product was extracted in ethyl acetate and purified by 
preparative HPLC (0.005 g, 5% yield over 2 steps): 'H NMR (CD 3 OD) 8.65 (t, 1H), 8.73 
30 (s, 1H), 8.45 (s, 1H), 8.38 (br s, <1H), 8.10 (d, 1H), 7.92 (d, 1H), 7.82 (d, 1H), 7.58 (t, 
1H), 7.32 (d, 1H); ES-MS (m/z) 372 [M+H] + . 

EXAMPLE 312 
N-[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-I^ 
35 OXOACETAMLDE 
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A. 2-r2-FurvlV2-oxo-N-f3- i 1 -perhvdro-2H-pyran-2-vl-5r 1 -(triphenvlmethvnn .2.4- 
triazol-3 -vDI ( 1 H-indazol-3 - vD } phenvDacetamide 

To a solution of 2-(2-furyl)-2-oxoacetic acid (0.070 g, 0.496 mmol) in 2.0 
^mL of dichloromethane, was added l-(3-dimethylaminopropyl)-3-ethyl carbodiimide 
hydrochloride (EDCI) as a solid (0.098 g, 0.510 mmol). The solution was stirred at room 
temperature for 15 min before 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.150 g, 0.248 mmol), dissolved in ImL of 
dichloromethane was added. The reaction was stirred at room temperature overnight. The 
^ reaction mixture was then partitioned between dichloromethane and water. The crude 
material that was obtained from evaporation of the extracts was not purified further. (Yield 
not calculated) ES-MS (m/z) 725 [M+Hf. 

B. Nj3d£zOHrl^ 
20 oxoacetamide 

2-(2-Furyl)-2-oxo-N-(3- { 1 -perhydro-2H-pyran-2-yl-5 [ 1 - 
(triphenylmethyl)(l,2,4-tria2:ol-3-yl)](lH-indazol-3-yl)}phenyl)acetamide was dissolved in 4 
mL of 4.0 N HC1 in 1,4-dioxane and the reaction was stirred at room temperature for 4 h. 
After neutralization with aqueous NaHC0 3 , the crude product was extracted in ethyl acetate 
25 and purified by preparative HPLC (0.0048 g, 5% yield over 2 steps): *H NMR (CD 3 OD) 5 
8.80 (s, 1H), 8.43 (d, 1H), 8.11 (br s, 1H), 8.10 (d, 1H), 8.01 (s, 1H), 7.94 (d, 1H), 7.87 (d, 
1H), 7.72 (br d, 1H), 7.58 (t, 1H), 6.77 (dt, 1H); ES-MS (m/z) 399. 

EXAMPLE 313 

30 N-[3-(5-(lH-l,2,4-TRI^ 

PHENYLACET AMIDE 



35 
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A. 2-Oxo-N-r3- ( 1 -perhvdro-2H-Pvran-2-vI-5ri -(triphenvlmethvl¥l ,2,4-triazol-3- 
vninH-indazol-3-vl))phenvlV2-phenvlacetainide 

To a solution of 2-oxo-2-phenylacetic acid (0.074 g, 0.498 mmol) in 2.0 mL 
of dichloromethane, was added l-(3-dimethylaminopropyl)-3-ethyl carbodiimide 

10 hydrochloride (EDCI) as a solid (0.098 g, 0.510 mmol). The solution was stirred at room 
temperature for 10 min before 3-{l-perhydro-2H~pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.150 g, 0.248 mmol), dissolved in 1 mL of 
dichloromethane was added. After 2 days at room temperature, the reaction was not 
complete. Another 2 equivalents of EDCI were added to the mixture, driving the reaction to 

1^ completion within 12 hours. The reaction mixture was then partitioned between 

dichloromethane and water. The crude material that was obtained from evaporation of the 
extracts was not purified further. (Yield not calculated) ES-MS (m/z) 735 [M+H] + . 

B. N-r3-(5-nH-L2,4-Triazol-3^ 
~® phenvlacetamide 

2-Oxo-N-(3- { 1 -perhydro-2H-pyran-2-yl-5 [ 1 -(triphenylmethyl)(l ,2,4-triazol- 
3-yl)](lH-indazol-3-yl)}phenyl)-2-phenylacetamide was dissolved in 4 mL of 4.0 N HC1 in 
1 ,4-dioxane and the reaction was stirred at room temperature for 4 h. After neutralization 
with aqueous NaHC0 3 , the crude product was extracted in ethyl acetate and purified by 
25 preparative HPLC (0.014 g, 14% yield over 2 steps): ! H NMR (CD 3 OD) 6 8.80 (s, 1H), 
8.39 (t, 1H), 8.21 (m, 2H), 8.13 (d, 1H), 7.94 (dt, 1H), 7.89 (dt, 1H), 7.82-7.69 (m, 3H), 
7.64-7.57 (m, 3H); ES-MS (m/z) 409 [M+H]\ 

EXAMPLE 314 

30 N-[3-(5-(lH-l,2,4-TRIAZOL-^^ 
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H 



5 




A. N-f 3-11 -Perhvdro-2H-p vran-2-vl-5 \ 1 -ftriphenvlmethviy 1 .2.4-triazol-3-vW-lH- 
indazol-3-vllphenvDpentanamide 

10 To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 

triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.150 g, 0.248 mmol) in 2.5 mL of 
tetrahydrofuran was added pentanoyl chloride (0.060 g, 0.496 mmol), followed by triethyl 
amine (0.173 mL, 1.24 mmol). The reaction was stirred at room temperature for 2 hours. 
The reaction mixture was then partitioned between ethyl acetate and water. The crude 

1^ material that was obtained from evaporation of the extracts was not purified further. (Yield 
not calculated) ES-MS (m/z) 687 [M+H] + . 

B. N-f3-( 5-C1H-1 .2.4-Triazol-3-vl¥ lH-mdazol-3-vlVtohenvllpentanamide 

N-(3-{l-Perhydro-2H-pyran-2-yl-5[l-(triphenyh^^ 

20 lH-indazol-3-yl}phenyl)pentanamide was dissolved in 4 mL of 4.0 N HC1 in 1,4-dioxane and 
the reaction was stirred at room temperature for 4 h. After neutralization with aqueous 
NaHC0 3 , the crude product was extracted in ethyl acetate and purified by preparative HPLC 
(0.046 g, 51.5% yield over 2 steps): 'H NMR (CD 3 OD) 6 8.65 (t, 1H), 8.23 (br s, 1H), 8.07 
(t, 1H), 8.0 (dd, 1H), 7.66 (dd, 2H), 7.60 (dd, 1H), 7.41 (t, 1H), 2.34 (t, 2H), 1.63 (quintet, 

25 2H), 1.35 (sextet, 2H), 0.90 (t, 3H); ES-MS (m/z) 361 [M+H] + . 

EXAMPLE 315 

N-[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-I^AZOL-3-YL))PHENYL]-4- 

PYMDYLCARBOXAMIDE 

30 

H 



35 
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indazol-3-vDI -4-pvridylcarboxamide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
5 triazol-3-yl)]-lH-indazol-3-yl}phenylanune (0. 1 50 g, 0.248 mmol) in 2.5 mL of 
tetrahydrofuran was added pyridine-4-carbonyl chloride hydrochloride (0.088 g, 0.496 
mmol), followed by triethyl amine (0.173 mL, 1.24 mmol). The reaction was stirred at room 
temperature for 2 hours. The reaction mixture was then partitioned between ethyl acetate 
and water. The crude material that was obtained from evaporation of the extracts was not 
10 purified further. (Yield not calculated) ES-MS (m/z) 708 [M+H] + . 

B. N-r3-(5-(lH-1.2.4-Triazol-3-vlVlH-indazol-3-vmphenvn-4-Pvridvlcarboxamide 

N-(3- { 1 -Perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)( 1 ,2,4-triazol-3-yl)]- 
lH-indazol-3-yl)}-4-pyridylcarboxamide was dissolved in 4 mL of 4.0 N HC1 in 1,4-dioxane 
* ' and the reaction was stirred at room temperature for 4 h. After neutralization with aqueous 
NaHC0 3 , the crude product was extracted in ethyl acetate and purified by preparative HPLC 
(0.007 g, 7.5% yield over 2 steps): 'H NMR (CD 3 OD) 6 8.71 (br s, 1H), 8.68 (dt, 2H), 8.25 
(br s, 1H), 8.01 (br d, 1H), 7.89-7.83 (m, 3H), 7.77 (d, 1H), 7.62 (d, 1H), 7.50 (t, 1H); ES- 
MS (m/z) 382 [M+H] + . 



20 



EXAMPLE 316 

N-[3-(5-( 1 H-l ,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL]-2- 

CYCLOHEXYLACETAMIDE 



25 




30 

A. 2-Cvclohexvl-N-(3-( 1 -perhvdro-2H-pvran-2-vl-5-ri-(triphenvlmethvl¥l .2.4- 
triazol-3-vl)1flH-indazol-3-vinphenvl)acetamide 

To a solution of 2-cyclohexylacetic acid (0.071 g, 0.498 mmol) in 2.0 mL of 
dichloromethane, was added l-(3-dimethylaininopropyl)-3-ethyl carbodiimide hydrochloride 
35 (EDCI) as a solid (0.105 g, 0.548 mmol). The solution was stirred at room temperature for 
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10 min before 3-{l-perhydro-2H-pyran-2-yl-5-[l<triphenylmethyl)(l,2,4-triazol-3-yl)]-lH- 
indazol-3-yl}phenylamine (0.150 g, 0.248 mmol), dissolved in 1 mL of dichloromethane was 
added. The reaction was stirred at room temperature overnight. The reaction mixture was 
then partitioned between dichloromethane and water. (Yield not calculated) ES-MS (m/z) 
5 727 [M+H] + . 

B. N-rS-fS-qH-l^.A-Triazol-S-vlKlH-indazol-S-vnyhenvll^-cvclohexvlacetamide 

2-Cyclohexyl-N-(3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)(l ,2,4- 
triazol-3-yl)](lH-indazol-3-yl)}phenyl)acetamide was dissolved in 4 mL of 4.0 N HC1 in 1,4- 
* 0 dioxane and the reaction was stirred at room temperature overnight. After neutralization 
with aqueous NaHC0 3 , the crude product was extracted in ethyl acetate and purified by 
preparative HPLC (0.034 g, 34% yield over 2 steps): 'H NMR (CD 3 OD) 6 8.75 (s, 1H), 
8.38 (br s, 2H), 8.20 (s, 1H), 8.10 (d, 1H), 7.76 (td, 2H), 7.70 (d, 1H), 7.51 (t, 1B>2.30 (d, 
2H), 1 .90 (m, 1H), 1 .78 (m, 4H), 1 .3 (m, 4H), 1 .07 (m, 2H); ES-MS (m/z) 401 [M+H] + . 

15 

EXAMPLE 317 

N-[3-(5-(lH-l,2,4-TRIAZOI^3-YL)(lH-INDAZOL-3-YL))PHENYL]-3-PROPANAMipE 



H 



20 




25 A. N-(3- ( 1 -Perhvdro-2H-pvran-2-vl-5-r 1 -( triphenvlmethvl¥ 1 ^-tri azol-S-vlVin H- 
indazol-3 -vl) \ phenvl)-3-phenvlpropanamide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 

biazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.150 g, 0.248 mmol) in 2.5 mL of 
tetrahydrofuran was added 3-phenyl propanoyl chloride (0.084 g, 0.498 mmol), followed by 
30 triethyl amine (0.173 mL, 1.24 mmol). The reaction was stirred at room temperature for 2 
hours. The reaction mixture was then partitioned between ethyl acetate and water. (Yield not 
calculated) ES-MS (m/z) 735 [M+H] + . 

B. N-r3-r5-nH-1.2.4-Triazol-3-vnflH-indazol-3-vntphenvn-3-propanamide 

35 
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N-(3- { 1 -Perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l ,2,4-triazol-3- 
yl)](lH-indazol-3-yl)}phenyl)-3-phenylpropanamide was dissolved in 4 mL of 4.0 N HC1 in 
1,4-dioxane and the reaction was stirred at room temperature overnight. After neutralization 
with aqueous NaHC0 3 , the crude product was extracted in ethyl acetate and purified by 
5 preparative HPLC (0.049 g, 48% yield over 2 steps): 'H NMR (CD 3 OD) 8 8.73 (s, 1H), 
8.40 (br s, 2H), 8.16 (s, 1H), 8.10 (d, 1H), 7.77-7.67 (m, 3H), 7.50 (t, 1H), 7.28 (d, 4H), 
7. 1 8 (sextet, 1H); ES-MS (m/z) 409. 

EXAMPLE 318 

1 0 N-[3-(5-(lH-l ,2,4-TPJAZOL^3-YL)(lH-INDAZOL-3-YL))PHENYL]-2-(4- 

FLUOROPHENYL)ACETIC ACID 

H 



15 




A. 2-(4-FluorophenvlVN-(3- ( 1 -perhvdro-2H-pvran-2-vl-5-r 1 -ftri phenvlmethvlV 1.2.4- 

20 triazol-3-vlYI( lH-indazol-3-vDl phenvDacetamide 

To a solution of 2-(4-fiuorophenyl)acetic acid (0.102 g, 0.66 mmol) in 3.0 
mL of dichloromethane, was added l-(3-dimemylaminopropyl)-3-ethyl carbodiimide 
hydrochloride (EDCI) as a solid (0.140 g, 0.726 mmol). The solution was stirred a t room 
temperature for 10 min before 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 

25 triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.200 g, 0.330 mmol), dissolved in 2 mL of 
dichloromethane was added. The reaction was stirred at room temperature overnight. The 
reaction mixture was then partitioned between dichloromethane and water. (Yield not 
calculated) ES-MS (m/z) 739 [M+H] + . 

30B. N-r3-f5-nH-1-2.4-Triazol-3-vl¥lH-indazol-3-vl')')t>henvl1-2-r4- fluorophenvnacetic 
acid 

2-(4-Fluorophenyl)-N-(3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 - 
(triphenylmemyl)(l,2,4-triazol-3-yl)](lH-indazol-3-yl)}phenyl)acetamide was dissolved in 4 
mL of 4.0 N HC1 in 1,4-dioxane and the reaction was stirred at room temperature overnight. 
35 After neutralization with aqueous NaHC0 3 , the crude product was extracted in ethyl acetate 
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and purified by preparative HPLC (0.065 g, 64% yield over 2 steps): ! H NMR (CD 3 OD) 6 
8.72 (s, 1H), 8.35 (br s, 1H), 8.17 (t, 1H), 8.10 (dd, 1H), 7.75 (m, 2H), 7.68 (d, 1H), 7.42- 
7.38 (m, 2H). 7.73 (s, 2H); ES-MS (m/z) 413. 

EXAMPLE 319 
N-[3-(5-( 1 H- 1 ,2,4-TRIAZOLO-YL)(lH^ 

2-PHENYLACETAMIDE 



H 



10 




15 A. aR^I>I43-n-Perhvdro-2H-^^ 

vffl ( 1 H-indazol-3 - vl ) ) phen vncarbamovllphenvlmethvl acetate 

To a solution of (R)-2-acetoxy-2-phenylacetic acid (0.097 g, 0.498 mmol) in 
2.0 mL of dichloromethane, was added l-(3-dimethylaminopropyl)-3-ethyl carbodiimide 
hydrochloride (EDCI) as a solid (0.100 g, 0.520 mmol). The solution was stirred at room 

20 temperature for 10 min before 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.150 g, 0.248 mmol), dissolved in 1 mL of 
dichloromethane, was added. The reaction was stirred at room temperature for 2 hours. The 
reaction mixture was then partitioned between dichloromethane and water. (Yield not 
calculated) ES-MS (m/z) 779 [M+H]\ 

25 . 
B. jjj^d^iOHiLl^ 

phenvlacetamide 

(1 R)[N-(3- { 1 -Perhycko-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)( 1 ,2,4-triazol-3- 
yl)](lH-indazol-3-yl)}phenyl)carbamoyl]phenylmethyl acetate was dissolved in 4 mL of 4.0 

30 N HC1 in 1 ,4-dioxane and the reaction was stirred at room temperature overnight. 
Monitoring of the reaction showed that the alcohol functionality had been partially 
deprotected under these conditions. After neutralization with aqueous NaHC0 3 after 48 
hours, the crude product was extracted in ethyl acetate. The residue was then dissolved in 2 
mL of MeOH and the solution was treated with 0.5 mL of aqueous saturated K 2 C0 3 

35 solution. After 2 hours at room temperature, deprotection was complete. The reaction 
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mixture was neutralized and the crude product extracted with ethyl acetate and purified by 
preparative HPLC (0.036 g, 35% yield over 3 steps): 'H NMR (CD 3 OD) 6 8.74, 8.55 (s, 
1H), 8.22 (br s, 1H), 8.10 (br s, 2H), 7.78 (dt, 2H), 7.68 (br s, 1H), 7.58 (d, 2H), 7.51 (t, 
1H), 7.382-7.30 (m, 3H), 5.21 (s, 1H); ES-MS (m/z) 41 1 [M+H] + . 

5 

EXAMPLE 320 
N-[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZO 

2-PHENYLACETAMIDE 

10 




1* • • Example 320 was prepared according to the procedure described for Example 319 
using (2S)-2-acetyloxy-2-phenyl acetic acid (0.021 g, 20% yield over 3 steps): 'H NMR 
(CD 3 OD) 6 8.74, 8.55 (s, 1H), 8.22 (br s, 1H), 8.10 (br s, 2H), 7.78 (dt, 2H), 7.68 (br s, 
1H), 7.58 (d, 2H), 7.51 (t, 1H), 7.382-7.30 (m, 3H), 5.21 (s, 1H); ES-MS (m/z) 411 
[M+H] + . 

20 

EXAMPLE 321 

(2- {3-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)](lH-l ,2,4-TRIAZOL-5- 

YL)} ETHYL)DIMETHYLAMINE 

25 



H 3 C-N 

30 ^3 




A. N-ATninn-3-fdimethvlamino>propanamide 

To a solution of methyl 3-(dimethylamino)propanoate (1.0 g, 7.62 mmol) in 1 
mL of anhydrous ethanol was added anhydrous hydrazine (0.370 mL, 7.62 mmbl). The 
35 solution was heated to reflux temperature overnight. The solvent was then removed under 
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reduced pressure, (quantitative yield): 'H NMR (CDC1 3 ) 6 9.49 (br s, 1H), 3.88 (br s, 2H), 
2.53-2.52 (m, 2H), 2.44-2.36 (m, 2H), 2.24 (s, 6H); ES-MS (m/z) 132 [M+Hf. 

B. Ethoxvr3-(4-fluorophenvlVlH-indazol-5-vnimethardmine hydrochloride 

5 A solution of 3-(4-fluorophenyl)-lH-indazole-5-carbonitrile (0.500 g, 2.10 

mmol) in 25 mL of ethanol was cooled to 0°C. HC1 gas was bubbled through the solution 
for 15 min. The resulting suspension was stirred at room temperature for 24 hours. When 
completion of the reaction was reached, the solvent was removed under reduced pressure. 
ES-MS (m/z) 284 [M+H] + . 

10 

C. (2-(3-r3-(4-Fluorophenvl¥lH^ 

A 0.148 M solution of sodium ethoxide in ethanol was prepared by dissolving 
0.155 g of sodium in 32.25 mL of anhydrous ethanol. A solution of ethoxy[3-(4- - 
fluorophenyl)(lH-indazol-5-yl)]me1hanimine (0.200 g, 0.62 mmol) under nitrogen in NaOEt 

15 in ethanol (12.5 mL) was prepared. An excess of N-amino-3-(dimethylamino)propanamide 
(0.163 g, 1.24 mmol) was added, dissolved in 1 mL of ethanol. After 2 hours at reflux 
temperature, a mixture of 3-(4-fluorophenyl)-lH-indazole-5-carbonitrile and product was 
observed. No further conversion was obtained after addition of excess base and imidate. The 
reaction was worked up by partitioning the crude between water and ethyl acetate. The 

20 extracts were purified by preparatory HPLC (0.010 g, 4.6% yield): 'H NMR (CD 3 OD) 6 
8.69 (s, 1H), 8.08-8.02 (m, 3H), 7.69 (d, 1H), 7.30 (t, 2H), 4.90 (t, 2H), 3.18 (t, 2H), 2.73 
(s, 6H); ES-MS (m/z) 35 1 [M+H] + . ~ 

EXAMPLE 322 

25 3 -[3-(4-FLUOROPHENYL^ 

TRIAZOLE 

H 



30 




35 A. N-Amino-2-piperidvlacetaimde 
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To a solution of methyl 2-piperidylacetate (1.082 mL, 5.84 mmol) in 1 mL of 
anhydrous ethanol was added anhydrous hydrazine (0.283 mL, 5.84 mmol). The solution 
was heated to reflux temperature overnight. The solvent was then removed under reduced 
pressure and the product was isolated as a gummy white solid in a quantitative yield and was 
5 used without further purification: ES-MS (m/z) 158 [M+H]\ 

B. 3-r3-(4-FluorophenvnaH-indazol 

A suspension of ethoxy[3-(4-fluorophenyl)(lH-indazol-5-yl)]methanimine 
hydrochloride (0.250 g, 0.78 mmol) in 10 mL of anhydrous ethanol was prepared and cooled 

10 to 0°C. A freshly prepared solution of NaOEt in ethanol (1.17 mL, 1.0 M) was added 

followed by 2 equivalents of N-amino-2-piperidylacetamide (0.245 g, 1.56 mmol) as a solid. 
The reaction mixture was heated to reflux temperature overnight. No further conversion was 
observed upon addition of excess N-amino-2-piperidylacetamide and sodium ethoxide. The 
reaction was quenched by addition of water and the crude product was extracted with ethyl 

15 acetate. The residue was purified by preparative HPLC (0.047 g, 16% yield): *H NMR 
(CD 3 OD) 6 8.71 (d, 1H), S.l 1-8.02 (m, 3H), 7.67 (d, 1H), 7.29 (t, 2H), 3.73 (s, 2H), 2.56 
(m, 4H), 1.65 (m, 4H), 1.48 (m, 2H); ES-MS (m/z) 377 [M+Hf. 

EXAMPLE 323 
20 DffiTHYL({3-[3^4-FLUOROPHEN 

YL) } METHYL) AMINE 



25 




A. N-Amino-2-(diethvlamino^acetamide 

To a solution of methyl 2-(diethylamino)acetate (4.167 mL, 27.55 mmol) in 4 
mL of anhydrous ethanol was added anhydrous hydrazine (1.336 mL, 27.55 mmol). The 
solution was heated to reflux temperature overnight. The solvent was then removed under 
reduced pressure and the product was isolated as an oil in a quantitative yield and was used 

35 
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without further purification: 'H NMR (CDC1 3 ) 6 8.3 (br s, 1H), 3.83 (br s, 2H), 3.08 (s, 2H), 
2.51 (q, 4H), 1.00 (t, 6H); ES-MS (rn/z) 146 [M+Hf. 

B. Diethvl(l343-f4-fluorophen^ 
vl)} methvDamine 

A suspension of ethoxy[3-(4-fluorophenyl)(lH-indazol-5-yl)]methanimine 
hydrochloride (0.400 g, 1.25 mmol) in 4 mL of anhydrous ethanol was prepared and cooled 
to 0°C. An excess of a commercial solution of sodium methoxide in methanol (0.858 mL, 
4.37 M)) was added followed by 3 equivalents of N-amino-2-(diethylamino)acetamide 

10 (0.545 g, 3.75 mmol) as a solid. The reaction mixture was heated to reflux temperature in a 
sealed tube for 2 days. The reaction was then quenched with water, the pH adjusted to 
neutral and the crude product extracted with ethyl acetate. The residue was purified by 
preparative HPLC (0.052 g, 1 1% yield): l H NMR (CD 3 OD) 6 8.70 (s, 1H), 8.1 1-8*02 (m, 
3H), 7.67 (d, 1H), 7.29 (td, 2H), 3.8 (s, 1H), 2.68 (q, 4H), 1.15 (t, 3H); ES-MS (m/z) 365 

15 [M+H]*. 

EXAMPLE 324 

4-( {3-[3^4-FLUOROPHEN^ 

YL} METHYL)MORPHOLINE 




A. N-Amino-2-morpholin-4-vlacetamide 

To a solution of methyl 2-morpholin-4-ylacetate (1.0 g, 6.28 mmol) in 1 mL 
30 of anhydrous ethanol was added anhydrous hydrazine (0.305 mL, 6.28 mmol). The solution 
was heated to reflux temperature overnight. The solvent was then removed under reduced 
pressure and the product was isolated as a solid in a quantitative yield and was used without 
further purification: l H NMR (CDC1 3 ) 58.1 1 (br s, 1H), 3.87 (br s, 2H), 3.71 (t, 4H), 3.09 
(s, 6H), 2.53 (t, 4H); ES-MS (m/z) 160 [M+H] + . 

35 
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B. 4-f(3^3-f4-Fluorophenvl¥lH4n^ 
yl > methvDmorpholine 

A suspension of ethoxy[3-(4-fluorophenyl)(lH-indazol-5-yl)]methaniiiiine 
hydrochloride (0.300 g, 0.94 mmol) in 4 mL of anhydrous ethanol was prepared and cooled 
^ to 0°C. An excess of a freshly prepared solution of sodium methoxide in methanol (1.41 mL, 
2.0 M)) was added followed by 3 equivalents of N-amino-2-moipholin-4-ylacetamide (0.449 
g, 2.82 mmol) as a solid. The reaction mixture was heated to reflux temperature in a sealed 
tube for 2 days. The reaction was then quenched with water, the pH adjusted to neutral and 
the crude product extracted with ethyl acetate. The components of the crude mixture were 
10 separated by preparative HPLC (title compound: 0.017 g, 5% yield): ! H NMR (CD 3 OD) 5 
8.71 (d, 1H), 8.08-8.03 (m, 3H), 7.68 (d, 1H), 7.3 (t, 2H), 3.73 (m, 6H), 2.59 (m, 4H); ES- 
MS (m/z) 379 [M+H] + . 

EXAMPLE 325 
15 4-({5-[3-(4-FLUOROPHENYL^ 

YL}METHYL)MORPHOLINE 



20 



nJC 

N" T 


H 




r 




Q 


F 



2* The title compound was isolated during the purification of Example 324 (0.053 g, 

14.8% yield): 'H NMR (CD 3 OD) 6 8.68 (d, 1H), 8.13-8.03 (m, 3H), 7.79 (d, 1H), 7.35 (t, 
2H), 3.71 (s, 4H), 3.69 (t, 4H), 2.62 (t, 4H); ES-MS (m/z) 380 [M+H] + . 



EXAMPLE 326 



30 l-({3-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]-lH-l,2,4-TRIAZOL-5- 

YL}METHYL)PYRROLIDINE-2-ONE 



35 
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* A. N-Amino-2>(2H>xopvrrolidinvnacetamide 

To a solution of methyl 2-(2-oxopyrrolidinyl)acetate (0.884 mL, 6.36 mmol) 
™ in 1 mL of anhydrous ethanol was added anhydrous hydrazine (0.308 mL, 6.36 mmol). The 
solution was heated to reflux temperature overnight. The solvent was then removed under 
reduced pressure and the product was isolated as a solid in a quantitative yield and was used 
without further purification: *H NMR (CDC1 3 ) 8 8.17 (br s, 1H), 3.94 (s, 2H), 3.5S(t, 2H), 
2.43 (t, 2H), 2.10 (quintet, 2H); ES-MS (m/z) 158 [M+Hf. 

15 

B. l _( I3~r3-f 4-FluorophenvlV 1 H-indazol-5 -vll- 1 H- 1 .2.4-triazol-5- 
vl ) methvDp vrrolidine-2-one 

A suspension of ethoxy[3-(4-fluorophenyl)(lH-indazol"5-yl)]methanimine 
hydrochloride (0.300 g, 0.94 mmol) andN-amino-2-(2-oxopyrrolidinyl)acetamide (0.442 g, 

20 2.81 mmol) in 4 mL of anhydrous methanol was prepared. An excess of a commercial 

solution of sodium methoxide in methanol (0.643 mL, 4.37 M) was added. Upon adding the 
basic solution, the reaction mixture became clear then cloudy. After an hour, the 
temperature was raised to reflux temperature and was maintained for 48 hours. The reaction 
was then quenched with water, the pH adjusted to neutral and the crude product extracted 

25 with ethyl acetate. The title compound was purified by preparative HPLC (0.1 18 g, 34% 
yield): 'H NMR (CD 3 OD) 6 8.68 (s, 1H), 8.07-8.02 (m, 3H), 7.68 (d, 1H), 7.29 (t, 2H), 
4.66 (s, 2H), 3.53 (t, 2H), 2.47 (t, 2H), 2.10 (quintet, 2H); ES-MS (m/z) 377 [M+H] + . 

EXAMPLE 327 

30 ({3-[3-(4-FLUOROPHEN^ 

YL) } METHYL)METHYLAMINE 



35 
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A. N-Amino-2-(methvlamino)acetamide 

To a suspension of methyl 2-(methylamino)acetate hydrochloride (2.0 g, 
14.33 mmol) in 10 mL of anhydrous ethanol was added an excess of potassium carbonate 

10 (0.300 g). After 30 min at room temperature, the solution was filtered and transferred to a 
sealed tube. Anhydrous hydrazine was added (0.695 mL, 14.33 mmol) and the solution was 
heated to reflux temperature overnight. The solvent was removed under reduced pressure. 
The product was isolated as an oil and was used without further purification: ! H NMR 
(CDC1 3 ) 6 8.1 (br s, 1H), 2.8 (br s, 2H), 2.87 (s, 2H), 1.76 (s, 3H); ES-MS (m/z) 104 

15 [M+H] + . 

B. a343-f4-Fluorophenvl¥lH-indazol-5-vniflH-L2.4-triazol-5- 
vDlmethvOmethvlamine 

A suspension of ethoxy[3-(4-fluorophenyl)(lH-indazol-5-yl)]methaiumine 
20 hydrochloride (0.300 g, 0.94 mmol) and N-amino-2-(methylamino)acetamide (0.290 g, 2.81 
mmol) in 4 mL of anhydrous methanol was prepared. An excess of a commercial solution of 
sodium methoxide in methanol (0.643 mL, 4.37 M) was added. After an hour, the 
temperature was raised to reflux and was maintained for 48 hours although no further 
conversion was observed after 24 hours. The reaction was then quenched with water, the pH 
adjusted to neutral and the crude product extracted with ethyl acetate. The title compound 
was purified by preparative HPLC (0.034g, 1 1% yield): 'H NMR (CD 3 OD) 6 8.71 (s, 1H), 
8.1 1-8.03 (m, 3H), 7.69 (d, 1H), 7.3 (t, 2H), 3.95 (s, 2H), 2.49 (s, 3H); ES-MS (m/z) 323 
[M+H] + . 

30 EXAMPLE 328 

({3-[3K4-FLUOROPHENYL)(lH-INDAZOL-5-YL)](lH-l,2,4-TRIAZOL-5-YL)> 

ETHYL)DIMETHYLAMINE 
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5 




H 3 C 



A. N-Amino-2-( dimethvlamino^propanamide 

10 Two equivalents of a 2.0 N commercial solution of dimethylamine in THF 

(36.0 mL, 35.91 mmol) were added to methyl 2-bromopropanoate (2.672 mL, 23.94 mmol), 
followed by one equivalent of potassium carbonate (5.0 g, 36.1 mmol). The heterogeneous 
mixture was stirred at room temperature overnight. The solution was filtered and transferred 
into a sealed tube. Anhydrous hydrazine was added (1.161 mL, 23.94 mmol). The reaction 

15 mixture was heated to reflux temperature overnight. The white precipitate that formed was 
filtered and the solution was concentrated. The title compound was used without further 
purification: ! H NMR (DMSO d 6 ) 6 8.91 (br s, 1H), 3.56 (br s, 2H), 2.89 (q, 1H), 2.15 (s, 
6H), 1 .06 (d, 3H); ES-MS (m/z) 132 [M-HHTf. 

20 B. ( i3-f3-f 4-Fluoronhenvl V 1 H-indazol-5-vm (1H-L2 .4-triazol-5-vn > 
ethvDdimethvlamine 

To a suspension of ethoxy[3-(4-fluorophenyl)(lH-indazol-5-yl)]methaiiiniine 

hydrochloride (0.400 g, 1.25 mmol) in 3 mL of anhydrous methanol was added 3.5 
equivalents of N-amino-2-(dimethylanuno)propanamide (0.575 g, 4.38 mmol) in 2 mL of 

2 ^ anhydrous methanol followed by 3.5 equivalents of commercial solution of sodium 
methoxide in methanol (1 .0 mL, 4.37 M). After an hour, the temperature was raised to 
reflux temperature and was maintained for 48 hours although no further conversion was 
observed after 24 hours. The reaction was then quenched with water, the pH adjusted to 
neutral and the crude product extracted with ethyl acetate. The title compound was purified 

30 by preparative HPLC (0.036 g, 8% yield): ] H NMR (CD 3 OD) 6 8.71 (s, 1H), 8.12-8.03 (m, 
3H), 7.68 (d, 1H), 7.29 (t, 2H), 3.93 (q, 2H), 2.32 (s, 6H), 1.55 (d, 3H); ES-MS (m/z) 351 
[M+H] + . 

EXAMPLE 329 
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(2R)-N-[3-(5- {5-[(DIMETHYLAMlNO)METHYL] ( 1 H- 1 ,2,4-TRIAZOL-3-YL)}(lH- 
INDAZOL-3-YL))PHENYL]-2-HYDROXY-2-PHENYLACETAMIDE 




10 

A. (1RV IN-r3- ( 5-Cvano-l -Derhvdro-2H-pvran-2-vin H-indazoI-3- 
vl))phenvl1carbamovl}phenvlmethvl acetate 

To a solution of R-2-acetoxy propionic acid (1 .22 g, 6.28 mmol) in. 
dichloromethane was added l-(3-(iimethylarhinopropyl)-3-ethyl carbodiimide hydrochloride 
(EDCI) (1.26 g, 6.59 mmol). The solution was stirred at room temperature for 10 min before 
3-(3-arnmophenyl)-l-perhydro-2H-pyran-2-yl-lH-mdazole-5-carbonitrile (1.0 g, 3.14 mmol) 
was added as a solid. The reaction was maintained at room temperature overnight. The crude 
was partitioned between water and dichloromethane. The organic extracts were purified by 
column chromatography (30-35% ethyl acetate in hexanes) (l.Og, 64% yield): 'H NMR 
20 (CDC1 3 ) 6 8.36 (s, 1H), 8.04 (s, 1H), 7.97 (s, 1H), 7.71-7.26 (m, 1H), 6.24 (s, 1H), 5.78 (d, 
1H), 4.06 (d, 1H), 3.78 (m, 1H), 2.59 (m, 1H), 2.28-2.1 (m, 4H), 1.78-1.62 (m, 6H); ES- 
MS (m/z) 495 [M+H] + . 

B - (2R)-N-i3-r5-(Ethoxvi minomethvlVlH-indazol-3-vmDhenvn-2-hvdroxv-2- 
phenvlacetamide hydrochloride 

A solution of (lR)-{N-[3-(5-cyano-l-perhydro-2H-pyran-2-yl(lH-indazol-3- 
yl))phenyl]carbamoyl}phenylmethyl acetate (1.0 g, 2.02 mmol) in 20 mL of ethanol was 
cooled to 0°C before HC1 gas was bubbled through it for 10 min. The reaction mixture was 
then stirred at room temperature overnight, resulting in deprotection of the hydroxy 

OA 

substituent as well as formation of the imidate. Ethanol was removed under reduced pressure 
and the residue was triturated in diethyl ether. The titled product was collected by filtration 
and isolated as a fine yellow solid that was dried in a vacuum oven for 2 hours (0.860 g, 94% 
yield): ES-MS (m/z) 415 [M+H] + . 
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C. (2RVN43-(5-l5-r<T)ime^^ 
vn)phenylV2~hvdroxv-2-phenvlacetamide 

To a suspension of (2R)-N- {3-[5-(ethoxyiminomethyl)(lH"indazol-3- 
yl)]phenyl}-2-hydroxy-2-phenylacetamide hydrochloride (0.500 g, 1.1 1 mmol) in methanol 
5 (10 mL) were added 3 equivalents of N-amino-2-(dimethylamino)acetamide (0.390 g, 3.33 
mmol) and 2.5 equivalents of sodium methoxide in methanol (0.635 mL, 4.3 M). After 
stirring at room temperature for 1 h, the reaction mixture was heated to 95 °C for 48 hours. 
The reaction was then quenched with water, the pH adjusted to neutral and the crude 
product extracted with ethyl acetate. The title compound was purified by preparative HPLC 
10 (0.050g, 9% yield): 'H NMR (CD 3 OD) 6 8.72 (s, 1H), 8.23 (s, 1H), 8.08 (d, 1H), 7.89 (d, 
2H), 7.68 (d, 1H), 7.58 (d, 2H), 7.51 (t, 1H), 7.40-7.32 (m, 3H), 5.21 (s, 1H), 3.71 (s, 2H), 
2.37 (s, 6H); ES-MS (m/z) 468 [M+H] + . 

EXAMPLE 330 

15 N-[3-(5-{5-[(DIMETHYLAMINO)METHYLK^ 

INDAZOL-3-YL))PHENYL]-33-DIMETHYLBUT AN AMIDE 



20 




o ^V* 3 



A. N-r3-(5-Cvano-l-perhvdro-2H-pvran-2-vinH-indazol-3-vn'>Dhenvn-3.3- 
dimethvlbutanamide 

The title compound was prepared from 3-(3-aminophenyl)-l-perhydro-2H- 
pyran-2-yl-lH-indazole-5-carbonitrile (0.700 g, 2.2 mmol), and 3,3-dimethylbutanoyl 
chloride (0.458 mL, 3.3 mmol) in 22 mL of tetrahydrofuran at room temperature for 12 
hours. The product was isolated as an off-white solid after column chromatography (35% 
ethyl acetate in hexanes) (0.600 g, 65% yield): l H NMR (CDC1 3 ) 6 8.38 (s, 1H), 7.98 (br s, 
30 1H), 7.74-7.72 (m, 2H), 7.64-7.59 (m, 2H), 7.5-7.45 (m, 1H), 5.8 (d, 1H), 4.05 (m, 1H), 
3.77 (m, 1H), 2.60 (m, 1H), 2.28 (s, 2H), 2.05 (m, 2H), 1.74 (m, 3H), 1.62 (br, s, 2H), 1.13 
(s, 9H); ES-MS (m/z) 319 [M+H] + . 

B. N-(3-f5-(EthoxviminomethvnriH-indazol-3-vl)1phenvl>-33-dimethvlbutanamide 
hydrochloride 
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i 

The title compound was prepared according to the procedure described in 
Example 329 B using N-[3-(5-cyano-l-perhydro-2H-pyran-2-yl(lH-indazol-3-yl))pheny 
3,3-dimethylbutanamide (O.SOOg, 1.92 mmol) in 50 mL of ethanol. The title compound was 
isolated after trituration in diethyl ether as a pale yellow solid (0.8 lOg, quantitative yield); 
5 ES-MS (m/z) 379 [M+H] + . 

C. N-r3-(5W5-ra3imethvlamino^methvliaH-ia,4-triazolO-vinflH-indazol-3- 
vlV)phenvH-3 .3-dimethvlbutanamide 

The title compound was prepared according to the procedure described in 

10 Example 329 C mmgN-{3-[5-(emoxyinimomethyl)(m-indazol-3-yl)]phenyl}-3,3- 
dimethylbutanamide hydrochloride (0.360 g, 0.87 mmol), N-amino-2- 
(dimethylamino)acetamide (0.304 g, 2.60 mmol) and sodium methoxide in methanol (0.398 
mL, 4.37 M). The title compound was isolated after purification by preparative HRLC 
(0.093g, 25% yield): 'H NMR (CD 3 OD) 6 8.72 (s, 1H), 8.16 (t, 1H), 8.08 (dt, 1H), 7.75 

15 (dt, 2H), 7.66 (d, 1H), 7.50 (t, 1H), 3.71 (s, 2H), 2.37 (s, 6H), 2.30 (s, 2H), 1.12 (s, 9H); 
ES-MS (m/z) 432 [M+H] + . 

EXAMPLE 331 
3-[3<4-FLUOROPHENYL)(lH-INDAZOI^^ 
20 1,2,4-TRIAZOLE 



HN 

25 





H 






















NH 





A. N-Aminopwolidin-2-ylcarboxamide 

To a solution of methyl pyrrolidine-2-carboxylate hydrochloride (1.5 g, 
mmol) was added potassium carbonate (1.0 g). After stirring at room temperature for 1 h, 

OA 

- ?u the free base was isolated by filtration and reacted with one equivalent of hydrazine at reflux 
temperature overnight. The resulting hydrazide was isolated after removal of the solvent 
under reduced pressure as a pale yellow oil and was used without further purification: , H 
NMR (DMSO d 6 ) 6 3.57 (dd, 1H), 2.94-2.79 (m, 2H), 2.01-1.88 (m, 1H), 1.70-1.59 (m, 
3H); ES-MS (m/z) 130 [M+H] + . 
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B. 3-r3-(4-nuorophenvnnH-indazol-5^^ 

A suspension of ethoxy[3-(4-fluorophenyl)(lH-indazol-5-yl)]methanimine 
hydrochloride (0.500 g, 1.56 mmol) and N-aminopyrrolidin-2-ylcarboxamide (0.606 g, 4.69 
mmol) in 4 mL of anhydrous methanol was prepared. An excess of a commercial solution of 
5 sodium methoxidc in methanol (0.727 mL, 4.37 M) was added. After 2 h, the temperature 
was raised to reflux and was maintained for 48 hours. The analysis of the mixture showed 
the formation of the corresponding oxodiazole occurring as a side reaction. The reaction was 
then quenched with water, the pH adjusted to neutral and the crude product extracted with 
ethyl acetate. The title compound was purified by preparative HPLC (0.030 g, 5% yield): *H 
10 NMR (CD 3 OD) 6 S.69 (t, 1H), S.10-8.02 (m, 3H), 7.68 (d, 1H), 7.05 (t, 2H), 4.52 (t, 1H), 
3.17 (m, 2H), 2.39-1 .99 (m, 4H), 2.37 (s, 6H), 2.30 (s, 2H), 1.12 (s, 9H); ES-MS (m/z) 349 
[M+H] + . 

EXAMPLE 332 

15 N-[3-(5- {5-[(DLMETHYI^MlNO)METHYL](lH-l,2,4-TRIAZOL-3-YL)}(lH- 

INDAZOL-3-YL))PHENYL]-3-METHYLBUTANAMIDE 



20 




H 3 C 
O 3 



N-CH 3 
H 3 C' 



A. N-f3-( 5-Cvano- 1 -perhvdro-2H-Dvran-2-viaH-indazol-3-vn > >phenvl1-3.3- 
dimethvlbutanamide 

The title compound was prepared according to the procedure described in 
Example 330 A, using 3-(3-aminophenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
carbonitrile (l.Og, 3.0 mmol), and 3,3-dimethylbutanoyl chloride (0.550 mL, 4.5 mmol) in 30 
mL of tetrahydrofuran. The product was isolated as an off-white solid after column 
30 chromatography (35% ethyl acetate in hexanes) (0.720g, 60% yied); ES-MS (m/z) 403 
[M+H] + . 

B. N-(3-r5-(Ethoxviminomethvl¥lH-indazol-3-vl)1phenvl>-3-methvlbutanamide 
hydrochloride 
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The title compound was prepared according to the procedure described in 
Example 329 B usmgN-[3-(5-cyano-l-perhydro-2H-pyran-2-yl(lH-indazol-3-yl))phenyl]- 
3,3-dimethylbutanamide (0.720 g, 1.79 mmol) in 50 mL of ethanol. The title compound was 
isolated after trituration in diethyl ether as a pale yellow solid (0.7 lOg, quantitative yield); 
5 ES-MS (m/z) 365 [M+H] + . 

C. N-f3-f 5- (5-rmimethvlaminotoethvnflH-l .2.4-triazol-3-vlW lH-indazol-3- 
yl^phenvn-3-methvlbutanamide 

The title compound was prepared according to example Example 329 C using 

1 0 N- {3-[5-(emoxyimmomemyl)(lH-mdazol-3-yl)]phenyl}-3-memylbutanamide hydrochloride 
(0.400 g, 0.997 mmol), N-ammo-2<dimemylamino)acetamide (0.350 g, 2.99 mmol) and 
sodium methoxide in methanol (0.348 mL, 4.37 M). The title compound was isolated after 
purification by preparative HPLC (0.074 g, 1 8% yield): 'H NMR (CD 3 OD) 6 8.73- (s, 1H), 
8.19 (s, 1H), 8.08 (d, 1H), 7.75 (t, 2H), 7.69 (d, 1H), 7.51 (t, 1H), 3.81 (s, 2H), 2.45 (s, 

15 6H), 2.3 (d, 2H), 2.21 (m, 1H), 1.04 (d, 6H); ES-MS (m/z) 418 [M+H] + . 

EXAMPLE 333 

N-[3K5-{54(DIMETHYIAMINO)METHYL](lH-l,2,4-TRIAZOL-3-YL)}(lH- 
IND AZOL-3-YL))PHENYL]-3-PYRIDYLCARBOXAMIDE 

20 

H 
N 



H3C N-CH 3 




A. N-r3-(5-Cvano-l-perhvdro-2H-pwan-^^ 
methvlbutanamide 

30 title compound was prepared according to the procedure described in 

Example 330 A, using 3-(3~aminophenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
carbonitrile (1.0 g, 3.0 mmol), and pyridme-3-carbonyl chloride (1.07 g, 6.0 mmol) in 30 mL 
of tetrahydrofuran and 1 mL of dimethyl formamide. The product was isolated as an off- 
white solid after column chromatography (2.5-5% methanol in dichloromethane) (0.600 g, 

35 47% yield):); ES-MS (m/z) 424 [M+H] + . 
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B. N-IS-fS-^thoxviminomethyDflH-indazol-S-vniphenvU-S-pyridvlcarboxaniide 
hydrochloride 

The title compound was prepared according to the procedure described in 
Example 329 B using N-[3-(5-cyano-l-perhydro-2H-pyran-2-yl(lH-indazol-3-yl))phenyl]-3- 
' methylbutanamide (0.860 g, 2.00 mmol) in 50 mL of ethanol but completion of the reaction 
required re-saturation of the solution 3 times and an overall reaction time of one week. The 
title compound was isolated after trituration in diethyl ether as a pale yellow solid (0.920 g, 
quantitative yield); ES-MS (m/z) 386 [M+H] + . 

10 C. N-r3-f5-(5-rmimethv1a T r l inn)mftth y1iriH-1.2.4-triazol-3-vnUlH-indazol-3- 
vl))phenvl]-3-pvridvlcarboxamide 

The title compound was prepared according to example Example 329 C using 
N- {3-[5-(emoxyiminomethyl)(lH-indazol-3-yl)]phenyl} -3-pyridylcarboxamide hydrochloride 
(0.400 g, 0.873 mmol), N-amino-2-(<iimemylamino)acetamide (0.306 g, 2.62 mmol) and 
•sodium methoxide in methanol (0.609 mL, 4.37 M). The title compound was isolated after 
purification by preparative HPLC (0.037g, 10% yield): *H NMR (CD 3 OD) 5 9.16 (dd, 1H), 
8.79 (d, 1H), 8.75 (dd, 1H), 8.43 (dt, 1H), 8.39 (s, 1H), 8.09 (dd, 1H), 7.89-7.83 (m, 2H), 
7.72 (d, 1H), 7.65-7.56 (m, 2H), 4.06 (br s, 2H), 2.6 1 (br s, 6H); ES-MS (m/z) 439 [M+H] + . 

20 EXAMPLE 334 

SYNTHESIS OF 3-[3-(2-PHENYLACETYLAMINO)PHENYL]-lH- 

INDAZOLE-5-CARBOXAMIDE 



25 




Following Example 290, reaction of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2-yl- 
30 lH-indazole-5-carboxamide (250 mg, 0.74 mmol) with phenylacetic acid (0.15 g, 0.89 
mmol) and EDCI (0.21 g, 1.11 mmol) fiirnished 32 mg (12% yield) of the title compound as 
a white solid. 'H NMR (DMSOrf tf ) 6 13.2 (br s, 1H), 10.4 (s, 1H), 8.6 (s, 1H), 8.2 (bs, 1H), 

8.1 (m, 1H), 7.9 (dd, 1H), 7.8-7.5 (m, 2H), 7.6 (dd, 1H), 7.5 (t, 1H), 7.4-7.3 (m, 3H), 7.3- 

7.2 (m, 1H), 3.7 (s, 2H); ES-MS (m/z) 371 [M+H] + . 
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EXAMPLE 335 

SYNTHESIS OF 3-{3-[2-(4-METHOXYPHENYL)ACETYLAMINO]PHENYL}-lH- 

INDAZOLE-5-CARBOXAMIDE 




Following Example 290, the reaction of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2- 
10 yl-lH-indazole-5-carboxamide (250 mg, 0.74 mmol) with 4-methoxyphenylacetic acid (0.15 
g, 0.89 mmol) and EDCI (0.21 g, 1.11 mmol) furnished 27 mg (11% yield) of the title 
compound. 'H NMR (DMSOrf tf ) 6 13.2 (br s, 1H), 10.3 (s, 1H), 8.6 (s, 1H), 8.2 (s, 1H), 8.1 
(bs, 1H), 7.9 (d, 1H), 7.7 (m, 2H), 7.6 (d, 1H), 7.5 (t, 1H), 7.4 - 7.1 (m, 2H), 6.9 (d ? 1H), 
3.7 (s, 3H), 3.6 (s, 2H); ES-MS (m/z) 401 [M+H] + . 

15 

EXAMPLE 336 
SYNTHESIS OF 3-{3-[2-(2-METHYL-l,3-THIAZOL-5- 
YL)ACET YLAMINO]PHENYL} -1 H-INDAZOLE-5-C ARBOXAMIDE 

20 




Following Example 290, the reaction of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2- 
25 yl-lH-indazole-5-carboxamide (250 mg, 0.74 mmol) with 2-(2-methyl-l,3-thiazol-4-yl)acetic 
acid (0.14 g, 0.89 mmol) and EDCI (0.21 g, 1.11 mmol) furnished 32 mg (11% yield) of 
the title compound. 'H NMR (DMSOcf„) 6 13.2 (br s, 1H), 10.4 (s, 1H), 8.6 (s, 1H), 8.3 (br 
s, 1H), 8.1 (br s, 1H), 7.9 (d, 1H), 7.8-7.7 (m, 2H), 7.6 (d, 1H), 7.5 (t, 1H), 7.3 (br s, 1H), 
7.3 (s, 1H), 3.8 (s, 2H), 2.6 (s, 3H); ES-MS (m/z) 392 [M+H] + . 

30 

EXAMPLE 337 

SYNTHESIS OF 3-[3-(OXOIAN-3YIX:AP30NYLAMINO)PHENYL]-lH- 
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INDAZOLE-5-CARBOXAMIDE 




Following Example 290, the reaction of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (250 mg, 0.74 mmol) with tetrahydro-3-furoic acid (0.10 g, 
10 0.89 mmol) and EDCI (0.21 g, 1.1 1 mmol) furnished 40 mg (15% yield) of the title 
compound. 'H NMR (DMSO^) 6 13.2 (br s, 1H), 10.2 (s, 1H), 8.6 (s, 1H), 8.2 (s, 1H), 8.1 
(s, 1H), 7.7 (t, 1H), 7.6 (d, 1H), 7.5 (t, 1H), 7.4 (s, 1H), 3.9 (m, 1H), 3.82-3.68 (m, 2H), 
3.3-3. 1 (m, 2H), 2.2-2.0 (m, 2H); ES-MS (m/z) 35 1 [M+H] + . 

15 EXAMPLE 338 

SYNTHESIS OF 3-[3-(2-(3-THIENYL)ACETYIAMINO)PHENYL]-lH- 

INDAZOLE-5-CARBOXAMIDE 



20 




Following Example 290, the reaction of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (250 mg, 0.74 mmol) with 3-thiopheneacetic acid (0.13 g, 
25 0.89 mmol) and EDCI (0.21 g, 1.1 1 mmol) furnished 13 mg (5% yield) of the title 

compound. 'H NMR (DMSOd 6 ) 8 13.4 (br s, 1H), 10.2 (s, 1H), 8.6 (s, 1H), 8.2 (s, 1H), 8.1 
(br s, 1H), 7.92 (d, 1H), 7.8-7.7 (m, 2H), 7.6 (d, 1H), 7.54-7.44 (m, 2H), 7.35 (m, 2H), 7.14 
(m, 1H), 3.7 (s, 2H); ES-MS (m/z) 377 [M+H] + . 

« 

30 EXAMPLE 339 

SYNTHESIS OF 3-[3-(2-THIENYLCARBONYLAMINO)PHENYL]-lH- 

INDAZOLE-5-CARBOXAMIDE 
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Following Example 290, the reaction of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (200 mg, 0.56 mmol) with 2-thiophenecarboxylic acid (0.92 
g, 0.71 mmol) and EDCI (0.17 g, 0.89 mmol) furnished 56 mg (26% yield) of the title 
compound. >H NMR (DMSCfcQ 5 13.2 (br s, 1H), 10.4 (s, 1H), 8.6 (s, 1H), 8.4 (br s, 1H), 
8.1 (br s, 1H), 8.0 (d, 1H), 7.94-7.86 (m, 2H), 7.8 (d, 1H), 7.6 (d, 1H), 7.5 (t, 1H), 7.3 (br s, 
1H), 7.2 (t, 1H); ES-MS (m/z) 363 [M+H] + . 



15 



EXAMPLE 340 

SYNTHESIS OF 3-[3-(2-(4-PYRIDYL)ACETYLAMrNO)PHENYL]-lH- 

INDAZOLE-5-CARBOXAMIDE 



H-jN 



20 




25 



Following Example 290, the reaction of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (250 mg, 0.74 mmol) with 4-pyridylacetic acid hydrochloride 
(0.15 g, 0.89 mmol) and EDCI (0.21 g, 1.1 1 mmol) furnished 12 mg (4% yield) of the title 
compound. 'H NMR (DMSO^) 6 13.2 (br s, 1H), 10.2 (s, 1H), 8.6 (s, 1H), 8.5 (dd, 1H), 
8.2 (s, 1H), 8.1 (br s, 1H), 7.9 (d, 1H), 7.75 (m, 2H), 7.6 (d, 1H), 7.5 (t, 1H), 7.4 - 7.1 (m, 
2H), 3.8 (s, 2H); ES-MS (m/z) 372 [M+H] + . 



30 



EXAMPLE 341 

SYNTHESIS OF 3-[3-(2-(2-PYFJDYL)ACETYLAMINO)PHENYL]-lH- 

INDAZOLE-5-CARBOXAMEDE 
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Following Example 290, the reaction of 3-(3-ammophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (200 mg, 0.56 mmol) with 2-pyridylacetic acid hydrochloride 
(0.12 g, 0.71 mmol) and EDCI (0.17 g, 0.89 mmol) furnished 22 mg (10% yield) of the title 
compound. 'H NMR (DMSOd 6 ) 6 13.4 (br s, 1H), 10.4 (s, 1H), 8.6 (s, 1H), 8.5 (dd, 1H), 
10 8.2 (br s, 1H), 8.1 (s, 1H), 7.9 (d, 1H), 7.75 (m, 2H), 7.6 (d, 1H), 7.45 (m, 2H), 7.35 - 7.2 
(m, 2H), 3.8 (s, 2H); ES-MS (m/z) 372 [M+H] + . 

EXAMPLE 342 

SYNTHESIS OF 3- {3-[2-(4-FLUOROPHENYL)ACETYLAMlNO]PHENYL} - 
15 1H-INDAZOLE-5-CARBOXAMIDE 



20 




-n r 



Following Example 290, the reaction of 3-(3-aminophenyl)-l -perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (200 mg, 0.56 mmol) with 4-fluorophenylacetic acid (0.11 
0.71 mmol) and EDCI (0.17 g, 0.89 mmol) furnished 52 mg (23% yield) of the title 
compound. 'H NMR (DMSCO 8 13.2 (br s, 1H), 10.2 (s, 1H), 8.6 (s, 1H), 8.23 (s, 1H), 
25 8.1 (br s, 1H), 7.9 (dd, 1H), 7.73 (m, 1H), 7.6 (d, 1H), 7.5 (t, 1H), 7.47 - 7.34 (m, 3H), 
7.17 (m, 2H), 3.7 (s, 2H); ES-MS (m/z) 389 [M+H] + . 

EXAMPLE 343 

SYNTHESIS OF 3-[3-(CYCLOPROPYLCARBONYLAMINO)PHENYL]-lH- 
30 INDAZOLE-5-CARBOXAMIDE 



35 



-320- 



MSDOCID: <WO 0210137A3_IA> 



WO 02/010137 



PCT/US01/23890 




Following Example 290, the reaction of 3<3-aminophenyl)-l-perhydro- : 2H-pyran-2- 
yl-lH-indazole-5-carboxamide (600 mg, 1.79 mmol) with cyclopropanecarboxylic acid (0.43 
mL, 0.46 g, 5.4 mmol) and EDCI (1.06 g, 5.4 mmol) furnished 140 mg (26% yield) of the 
title compound. 'H NMR (DMSO^) 6 13.4 (br s, 1H), 10.4 (s, 1H), 8.6 (s, 1H), 8.2 (s, 
10 1H), 8.1 (br s, 1H), 7.9 (dd, 1H), 7.75 (m, 2H), 7.6 (d, 1H), 7.5 (t, 1H), 7.35 (s, 1H), 1.9- 
1 .68 (m, 1H), 0.8 (m, 4H); ES-MS (m/z) 321 [M+H] + . 

EXAMPLE 344 

SYNTHESIS OF 3-{3-[(3-HYDROXYPHENYL)CARBONYLAMINO]PHENYL}-lH- 
15 INDAZOLE-5-CARBOXAMIDE 




20 

Following Example 290, the reaction of 3-(3-aminophenyl)-l -perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (200 mg, 0.56 mmol) with 3-hydroxybenzoic acid (0.098 g, 
0.71 mmol) and EDCI (0.17 g, 0.89 mmol) furnished 7 mg (3% yield) of the title 
compound. 'H NMR (DMSCvQ 5 13.4 (br s, 1H), 10.4 (s, 1H), 9.9 (s, 1H), 8.6 (s, 1H), 8.4 
25 (s, 1H), 8.1 (br s, 1H), 7.9 (m, 2H), 7.75 (m, 1H), 7.6 (d, 1H), 7.5 (t, 1H), 7.4 (m, 1H), 
7.38-7.28 (m, 2H), 6.8 (m, 1H); ES-MS (m/z) 373 [M+H] + . 

EXAMPLE 345 

SYNTHESIS OF 3-{3-[2-(2,4-DICHLOROPHENYL)ACETYLAMINO]PHENYL}-lH- 
30 INDAZOLE-5-CARBOXAMIDE 
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Following Example 290, the reaction of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (200 mg, 0.56 mmol) with 2,4-dichlorophenylacetic acid 
(0.15 g, 0.71 mmol) and EDCI (0.17 g, 0.89 mmol) furnished 8 mg (3% yield) of the title 
compound. 'H NMR (DMSO</ tf ) 6 13.4 (br s, 1H), 10.4 (s, 1H), 8.6 (s, 1H), 8.2 (s, 1H), 8.1 
10 (br s, 1H), 7.9 (dd, 1H), 7.75 (m, 2H), 7.64-7.58 (m, 2H), 7.52-7.4 (m, 2H), 7.35 (s, 1H), 
3.9 (s, 2H); ES-MS (m/z) 439 [M] + . 

EXAMPLE 346 
SYNTHESIS OF 3-(3-{2-[4- 
1 5 (TRIFLUOROMETHYL)PHENYL] ACETYLAMINO} PHENYL)- 1 H-IND AZOLE-5- 

CARBOXAMIDE 



20 




Following Example 290, the reaction of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (200 mg, 0.56 mmol) with 4-(trifluoromethyl)phenylacetic 
acid (0.15 g, 0.71 mmol) and EDCI (0.17 g, 0.89 mmol) furnished 28 mg (1 1% yield) of the 
25 title compound. 'H NMR (DMSO</ tf ) 8 10.4 (s, 1H), 8.6 (s, 1H), 8.22 (s, 1H), 8.1 (br s, 
1H), 7.9 (dd, 1H), 7.8-7.68 (m, 3H), 7.6 (m, 3H), 7.5 (t, 1H), 7.35 (s, 1H), 7.17 (m, 2H), 
3.8 (s, 2H); ES-MS (m/z) 439 [M+H] + . 

EXAMPLE 347 
30 SYNTHESIS OF 3-(3-{2-[4- 

(DIMETHYLAMINO)PHENYL] ACETYLAMINO} PHENYL)- 1H-INDAZOLE-5- 

CARBOXAMEDE 
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Following Example 290, the reaction of 3-(3-ammophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (200 mg, 0.56 mmol) with 4-(dimethylamino)phenylacetic 
acid (0.13 g, 0.71 mmol) and EDCI (0.17 g, 0.89 mmol) furnished 33 mg (13% yield) of the 
title compound. *H NMR (DMSO-d 6 ) 8 10.4 (s, 1H), 8.6 (s, 1H), 8.15 (s, 1H), 8.1 (br s, 
10 1H), 7.9 (dd, 1H), 7.75 (m, 2H), 7.6 (d, 1H), 7.45 (t, 1H), 7.35 (br s, 1H), 7.18 (m, 2H), 
6.68 (d, 2H), 3.5 (s, 2H), 2.9 (s, 6H); ES-MS (m/z) 414 [M+H] + . 



Following Example 290, the reaction of 3K3-aminophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (200 mg, 0.56 mmol) with 2-chloro-4-fluorophenylacetic acid 
(0.13 g, 0.71 mmol) and EDCI (0.17 g, 0.89 mmol) furnished 38 mg (14% yield) of the title 
compound. 'H NMR (DMSO-d 6 ) 8 10.4 (s, 1H), 8.6 (s, 1H), 8.1 (br s, 1H), 7.9 (dd, 1H), 
25 7.75 (m, 2H), 7.65 (d, 1H), 7.52-7.4 (m, 3H), 7.35 (s, 1H), 7.2 (m, 1H), 3.9 (s, 2H): ES-MS 
(m/z) 423 [M] + . 

EXAMPLE 349 

SYNTHESIS OF 3-{3-[2-(4-CHLOROPHENYL)ACETYLAMINO]PHENYL}-lH- 
30 INDAZOLE-5-CARBOXAMIDE 



15 



EXAMPLE 348 
SYNTHESIS OF 3-{3-[2-(2-CHLORO-4-FLUOROPHENYL) 
ACETYlJ^MINO]PHElSrxX}-lH-INDAZOI^-5-CARBOXAMro 



H 
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Following Example 290, the reaction of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (200 mg, 0.56 mmol) with 4-fluorophenylacetic acid (0.1 1 g 
0.71 mmol) and EDCI (0.17 g, 0.89 mmol) furnished 35 mg (14% yield) of the title 
compound. 'H NMR (DMSOrf tf ) 6 10.4 (s, 1H), 8.6 (s, 1H), 8.2 (s, 1H), 8.1 (br s, 1H), 7.9 
(dd, 1H), 7.75 (m, 2H), 7.6 (d, 1H), 7.5 (t, 1H), 7.45 - 7.3 (m, 4H), 7.17 (m, 2H), 3.7 (s, 
2H); ES-MS (m/z) 405 [M+H] + . 



15 



EXAMPLE 350 

SYNTHESIS OF 3-[3^3-PHENYLPROPANOYLAMINO)PHENYL]-lH- 

INDAZOLE-5-CARBOXAMIDE 



H,N 



20 




Following Example 290, the reaction of 3-(3-aminophenyl>l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (200 mg, 0.56 mmol) with hydrocinhamic acid (0.1 1 g, 0.71 
mmol) and EDCI (0.17 g, 0.89 mmol) furnished 31 mg (13% yield) of the title compound. 
^ 'H NMR PMSO-d 6 ) 6 13.4 (s, 1H), 10.2 (s, 1H), 8.6 (s, 1H), 8.2 (s, 1H), 8.1 (br s, 1H), 
25 7.9 (d, 1H), 7.75 (m, 2H), 7.6 (d, 1H), 7.5 (t, 1H), 7.4 - 7.1 (m, 5H), 2.95 (t, 2H), 2.68 (t, 
2H); ES-MS (m/z) 385 [M+H] + . 

EXAMPLE 3 S1 

SYNTHESIS OF 3-{3-[3-(4-FLUOROPHENYL)PROPANOYIAMINO]PHENYL}-lH- 

INDAZOLE-5-CARBOXAMIDE 
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Following Example 290, the reaction of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (200 mg, 0.56 mmol) with 3-(4-fluorophenyl)propanoic acid 
(0.12 g, 0.71 mmol) and EDCI (0.17 g, 0.89 mmol) furnished 22 mg (9% yield) of the title 
compound. 'H NMR (DMSO-d 6 ) 6 13.4 (s, 1H), 10.2 (s, 1H), 8.6 (s, 1H), 8.25 (s, 1H), 
8.15 (br s, 1H), 7.9 (dd, 1H), 7.75 (m, 2H), 7.6 (d, 1H), 7.45 (t, 1H), 7.4 - 7.3 (m, 3H),' 7 .2- 
7.1 (m, 2H), 2.85 (t, 2H), 2.65 (t, 2H); ES-MS (m/z) 403 [M+H] + . 



15 



EXAMPLE 35? 
SYNTHESIS OF 3-{3-[2-(3,4-DIFLUOROPHENYL) 
ACETYLAMIN 0]PHENYL} - 1H-INDAZOLE-5-CARBOXAMIDE 




20 

Following Example 290, the reaction of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (200 mg, 0.56 mmol) with 3,4-difluorophenylacetic acid 
(0.12 g, 0.71 mmol) and EDCI (0.17 g, 0.89 mmol) furnished 25 mg (10% yield) of the title 
compound. 'H NMR (DMSO-d 6 ) 6 13.4 (s, 1H), 10.4 (s, 1H), 8.6 (s, 1H), 8.2 (s, 1H), 8.1 
(br s, 1H), 7.9 (d, 1H), 7.75 (m, 2H), 7.6 (d, 1H), 7.52-7.3 (m, 4H), 7.2 (m, 1H), 3.7 (s, 
2H); ES-MS (m/z) 407 [M+H] + . 

EXAMPLE 353 

^ SYNTHESIS OF 3-{3-[2-(2-FLUOROPHENYL) ACET YLAMINO]PHENYL} - 

1 H-INDAZOLE-5-CARBOXAMIDE 
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Following Example 290, the reaction of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (200 mg, 0.56 mmol) with 2-fluorophenylacetic acid (0.11 g, 
0.71 mmol) and EDCI (0.17 g, 0.89 mmol) furnished 30 mg (12% yield) of the title 
10 compound. 'H NMR (DMSO-d 6 ) 6 10.4 (s, 1H), 8.6 (s, 1H), 8.2 (br s, 1H), 7.9 (dd, 1H), 
7.75 (m, 2H), 7.6 (d, 1H), 7.45 (t, 1H), 7.45-7.29 (m, 3H), 7.25-7.15 (m, 2H), 3.8 ( S> 2H); 
ES-MS (m/z) 389 [M+H] + . 
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EXAMPLE 354 

SYNTHESIS OF 3-[3-(2-PHENYLPROPANOYLAMINO)PHENYL}-lH- 

INDAZOLE-5-CARBOXAMEDE 



20 




Following Example 290, the reaction of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (200 mg, 0.56 mmol) with 2-phenylpropionic acid (97 uL, 
0.1 1 g, 0.71 mmol) and EDCI (0.17 g, 0.89 mmol) furnished 40 mg (17% yield) of the title 
25 compound. «H NMR (DMSO-d 6 ) 6 13.5 (s, 1H), 10.3 (s, 1H), 8.6 (s, 1H), 8.2 (br s, 1H), 
8.35 (br s, 1H), 7.94 (dd, 1H), 7.7 (m, 2H), 7.6 (d, 1H), 7.5-7.3 (m, 5H), 7.25 (m, 1H), 3.8 
(s, 1H), 1.4 (d, 3H); ES-MS (m/z) 385 [M+H] + . 

EXAMPLE 355 

OA 

SYNTHESIS OF 3-[3-(2-PIPEPJDYLETHOXY)PHENYL}-lH-INDAZOLE-5- 

CARBOXAMIDE 
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A. 3-(3-HvdroxvphenvlVl-perhv(k^ 

3-Bromo- 1 -perhydro-2H-pyran-2-yl- 1 H-indazole-5-carbonitrile (7.9 g, 24.2 
mmol), 3-hydroxyphenylboronic acid (5 g, 36.3 mmol), Pd(dppf)Cl 2 (1.97 g, 2.42 mmol) and 

10 K 3 P0 4 (25.62 g, 120.8 mmol) were refluxed in 90 mL DME for 24 h. The reaction was 
cooled and diluted with EtOAc. The reaction mixture was filtered through a celite pad and 
the filtrate was washed with water, brine, dried (NajSOJ and filtered. The filtrate was 
concentrated and the residue purified by column chromatography using 20-75 % EtOAc in 
hexanes to provide 5.4 g (74% yield) of the title compound. ! H NMR (DMSO-d 6 ) 6 10.4 

15 (s, 1H), 8.6 (s, 1H), 7.9 (dd, 2H), 7.4 (m, 3H), 6.8 (dd, 1H), 6.0 (m, 1H), 3.95-3.7 (m, 2H), 
2.45 (m, 2H), 2.05 (m, 2H), 1.6 (m, 2H); ES-MS (m/z) 320 [M+H] + . 

# 

B. 3-r3-f2-Piperidvlethoxv)phenvll-l-perhvdro-2H-pwan-2"Vl-lH-indazole-5- 
carbonitrile 

3 -(3 -Hydroxyphenyl)- 1 -perhydro-2H-pyran-2-yl- 1 H-indazole-5 -carbonitrile 
(1.0 g, 3.13 mmol), l-(2-chloroethyl)piperidine monohydrochloride (0.87 g, 4.70 mmol) and 
K 2 C0 3 (1.3 g, 9.40 mmol) were heated in DMF at 80°C for 18 h. The reaction was cooled 
and partitioned between EtOAc and water. The organic layer was washed with water, brine, 
dried (NajSC^) and filtered. The filtrate was concentrated and the residue purified by 
25 chromatography using 20-50% EtOAc in hexanes to furnish 1.2 g (89% yield) of the title 
compound. ES-MS (m/z) 431 [M] + . 

C. 3-r3-f2-Pipeiidvlethoxv)phenviyi'perhvdro-2H-pvran-2-vl-lH-indazole-5- 
carboxamide 

30 3-[3-(2-Piperidylethoxy)phenyl]-l-perty^ 

carbonitrile (0.67 g, 1 .6 mmol) was dissolved in 2 mL EtOH and the solution was cooled to 
0°C. Aqueous 6 N NaOH solution (1.04 mL, 0.25 g, 6.2 mmol) and aqueous 30% H 2 0 2 
(0.7 mL, 0.21 g, 6.2 mmol) were added to the reaction mixture. The reaction mixture was 
wanned to room temperature and stirred for 1 .5 h. The reaction was quenched by addition 

35 of 6 N HC1. The resultant solution was neutralized by addition of saturated aqueous solution 
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of sodium bicarbonate. The solution was extracted with EtOAc, the organic layer was 
washed with water, brine, dried (Na 2 S0 4 ) and filtered. The filtrate was concentrated to 0.61 
g (87%) of the title compound obtained as a yellow solid. ES-MS (m/z) 449 [M+H]"". 

D - 3-r3-(2-Pip eridvlethoxv'>phenvn-lH-indazole-5-carboxamide 

3-[3-(2-Piperidylethoxy)phenyl]-l-perhydro-2H-p3ran-2-yl-lH-indazole-5- 
carboxamide (0.61 g, 1.4 mmol) was suspended in 10 mL of 4 M HC1 in dioxane and the 
suspension was stirred at room temperature for 1 8 h. The reaction was quenched with 
saturated aqueous solution of NaHCOj and extracted with EtOAc. The organic layer was 
10 dried (NajSQ,) and filtered. The filtrate was concentrated and purification of the residue by 
preparative HPLC (20-80% acetonitrile in water) furnished 65 mg (13% yield) of the title 
compound. «H NMR (DMSO-d 6 ) 6 13.4 (br s, 1H), 8.6 (s, 1H), 8.2 (s, 1H), 7.94 (dd, 1H), 
7.62 (m, 2H), 7.5 (m, 1H), 7.45 (t, 1H), 7.32 (br s, 1H), 7.05 (dd, 1H), 4.18 (t, 2H); 2.7 (m, 
2H), 2.5 (m, 4H), 1 .5 (m, 4H), 1 .4 (m, 2H); ES-MS (m/z) 365 [M+H] + . 



15 



EXAMPLE 356 

SYNTHESIS OF N-ETHYL-3-{[3-(4-FLUOROPHENYL)(lH-INDAZOL-5. 

YL)]CARBONYL AMINO} PROP AN AMIDE 



20 




25 

A - N-Ethyl-3- { r3-(4-fluorophenvl¥ 1 H-i ndazol-5-vnicarbon vlamino} prop anamirie 

To a solution containing Example 88 (0.200 g, 0.61 1 mmol) in 
tetrahydrofuran (5 mL) was added 1-hydroxybenzotriazole hydrate (0.247 g, 1.83 mmol) 
followed by l-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.351 g, 1.83 
mmol), ethylamine (0.915 mL, 1.83 mmol) and N,N-dimethylformamide (2 mL). The 

30 

solution was stirred for 3 h at room temperature. Water (40 mL) was added and the reaction 
mixture was extracted with ethyl acetate. The combined organic layers were dried over 
anhydrous sodium sulfate, filtered and evaporated. The residue was purified by preparative 
HPLC (10-90% acetonitrile/water). The pure fractions were basified with ammonium 
hydroxide, evaporated at reduced pressure, diluted with water and filtered which gave the 
35 title compound (0.128 g, 59% yield): 'H NMR (DMSO-d 6 ) 5 13.43 (s, 1H), 8.68 (t, 1H), 
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8.52 (s, 1H), 8.07 (AB quartet, 2H), 7.90 (dd, 2H), 7.62 (d, 1H), 7.39 (t, 2H), 3.07 (m, 2H), 
2.50 (m, 2H), 2.3S (t, 2H), 0.99 (t, 3H); ES-MS (m/z) 355 [M+l] + . 



EXAMPLE 357 

SYNTHESIS OF [3^5-{5-[(DIMETmXAMINO)METHYL](lH-l,2,4-TRIAZOL-3- 

YL)} (lH-INDAZOL-3-YL))PHENYL]-N-[(4- 
10 FLU OROPHENYL)METHYL] C ARB OXAMIDE 

H 




H 3 C 



Methyl 3-(5-cyano-l-perhydro-2H-pyran-2-yl-lH-indazol-3-yl)benzoate (10 
g, 27.6 mmol) and LiOH»H 2 0 (3.5 g, 82.8 mmol) were stirred in a mixture of 200 mL THF 
+ 80 mL water at room temperature for 1 8 h. The THF was removed under reduced 

20 pressure and the pH of the resulting suspension was adjusted to pH 4 by the addition of 1M 
HC1. The mixture was extracted with EtOAc, the organic layer dried (NajSOJ and filtered. 
The filtrate was concentrated to a yellow solid which was redissolved in dichloromethane. 
Addition of hexanes precipitated 6.9 g (72%) of the title compound as a white solid. 'H 
NMR (DMSO-d 6 ) 6 1 1.5 (bs, 1H), 8.65 (d, 2H), 8.35 (d, 2H), 8.14 (m, 1H), 8.01 (m, 1H), 

25 7.79 (m, 2H), 6.0 (d, 1H), 3.9 (m, 2H), 2.15 (d, 1H), 1.9-1.6 (m, 4H); ES-MS (m/z) 349 
[M+H] + . 

A. \3-( 5-Cvano- 1 -perhvdro-2H-Pvran-2-vl( lH-indazol- 3-vlY)phenvl1-N-r(4- 

fluorophenvDmethvPcarboxamide 
30 ThereacUonof3-(5-cyano-l-perhydro-2H-pyran-2-yl-lH-indazol-3- 

yl)benzoic acid (1.0 g, 2.87 mmol), HOBT. (1.16 g, 8.62 mmol), EDCI (1.64 g, 8.62 mmol) 

and 4-fluorobenzylamine (0.98 mL, 1.07 g, 8.62 mmol) furnished 1.2 g (90% yield) of the 

title compound. ES-MS (m/z) 455 [M] + . 
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B. 



3-(S- ( 5-rO)imethvlamin(3>methvnn H-1.2.4-fTiaT 0 l-3-vin-1 -perhvdro-2H-pyran-2- 
^(lH-indazol-S-vl^phenvI-N-rr^flu orophenYQ m etfavncarboxamide 

A solution of [3-(5-cyano-l-perhydro-2H-pyran-2-yl-lH-indazol-3- 
yl))phenyl]-N-(4-fluorophenyl)methyl]carboxamide (1.0 g, 2.2 mmol), N-amino-2- 
5 (diemthylamino)acetamide (0.77 g, 6.59 mmol) and NaOMe (1.9 mL of 25% by weight 
solution in MeOH, 0.47 g, 8.79 mmol) was heated in 10 mL MeOH in a sealed tube at 
100°C for 30 hours. The reaction mixture was concentrated to an oil which was purified by 
column chromatography ( 1 0-50% MeOH in EtOAc) to furnish 0.42 g (34%) of the title 
compound. ES-MS (m/z) 554 [M+H] + . 

10 

C r3-(5-{54(TJimethvlamino^e^ 
vn)Dhenvll-N-r(4-fiii nrophenvnmethvllcarhnxamiH ft 

[3-(5-{5-[(Dimemylammo)memyl](lH-l,2,4-triazol-3-yl)}-l-perhydro-2H- 
pyran-2-yl(lH-mdazol-3-yl))phenyl-N-[(4-fluorophenyl)memyl]carboxamide (0.42 g, 0.76 

15 mmol) was suspended in 8 mL of 4 M HC1 in dioxane solution. 10 mL toluene was added 
and the suspension was stirred at room temperature for 1 8 h. The reaction was quenched 
with saturated aqueous NaHC0 3 solution and then concentrated under reduced pressure. 
The residue was taken up in DMSO and filtered. Purification by preparative HPLC (15-80% 
acetonitrile in water) furnished 50 mg (14% yield) of the title compound. >H NMR 

20 (DMSO</ tf ) 6 14.0 (s, 1H), 13.4 (s, 1H), 9.3 (t, 1H), 8.55 (br s, 1H), 8.5 (s, 1H), 8.15 (m, 
2H), 7.95 (d, 1H), 7.8-7.6 (m, 2H), 7.4 (m, 2H), 7.2 (m, 2H), 4.5 (d, 2H), 3.6 (s, 2H), 2.45 
(s, 6H); ES-MS (m/z) 470 [M+H] + . 



25 



30 



EXAMPLE 358 

SYNTHESIS OF [3-(5-{5-[(DIMETHYIAMINO)METHYL](lH-l,2 J 4-TRIAZOL- 
3YL)}(lH-fl^AZOL-3-YL))PHENYL^ 




T-CH<, 



CH, 



A. 
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N-(^-Butvnr3-r5-cvann- l- P erhvdro-2H-pvran-2-vinH-inH a ^l-^ - 
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Following Example 357, the reaction of 3-(5-cyano-l-perhydro-2H- 
pyran-2-yl-lH-indazol-3-yl)benzoic acid ( 0.8 g, 2.3 mmol), HOBT (1 .16 g, 8.62 mmol), 
EDCI (1.64 g, 8.62 mmol) and te^butylamine (0.73 mL, 0.5 g, 6.9 mmol) furnished 0.72 g 
(74% yield) of the title compound. ES-MS (m/z) 403 [M+H] + . 

5 

B. f3-f5-f54ronnemvlammo^memvm 
vlflH-inda2ol-3-vl^phenvl-N-fferr-butvl)carboxarnide 

A solution of [3-(5-cyano-l-perhydro-2H-pyran-2-yl-lH-indazol-3- 
yl)phenyl]-N-(4-fluorophenyl)methyl]carboxamide (0.4 g, 0.99 mmol), N-amino-2- 
10 (diemthylamino)acetamide (0.35 g, 2.98 mmol) and NaOMe (0.64 mL of 25% by weight 
solution in MeOH, 0.16 g, 2.98 mmol) was heated in 4 mL MeOH in a sealed tube at 100°C 
for 36 hours. The reaction mixture was concentrated to an oil which was purified by column 
chromatography (10-50% MeOH in EtOAc) to furnish 0.3 g (60% yield) of the title 
compound. ES-MS (m/z) 502 [M+H] + . 

15 

C. r3-r5-f5-ra3imethvlamino^memvl1(lH-L2.4-triazol-3-vn>( lH-indazol-3- 

vl^phenvl1N-r(/erf-butvl)methvncarboxamide 

[3-(5-{5-[(dimemylammo)memyl](lH-l,2,4-triazol-3-yl)}-l-perhydro-2H- 

pyran-2-yl(lH-indazol-3-yl))phenyl-N-(tert-butyl)carboxamide (0.3 g, 0.59 mmol) was 
20 suspended in 10 mL of 4M in HC1 dioxane solution. Toluene (10 mL) was added and the 
suspension was stirred at room temperature for 1 8 h. The reaction was quenched with 
saturated aqueous NaHC0 3 solution and then concentrated under reduced pressure. The 
residue was taken up in DMSO and filtered. Purification by preparative HPLC (15-80% 
acetonitrile in water) furnished 30 mg (12% yield) of the title compound. 'H NMR 
25 (DMS04,) 5 13.4 (s, 1H), 8.65 (br s, 1H), 8.38 (s, 1H), 8.1 (m, 2H), 7.98 (s, 1H), 7:85 (s, 
1H), 7.75-7.6 (m, 2H), 3.4 (s, 2H), 2.4 (s, 6H), 1.4 (s, 9H); ES-MS (m/z) 418 [M+H] + . 

EXAMPLE 359 

SYNTHESIS OF N-((li?)INDANYL)[3-(5-{5-[(DIMETHYLAMINO)METHYL](lH- 
30 1 ,2,4-TRIAZOL-3-YL)} (lH-INDAZOL-3-YL))PHENYL]CARBOXAMIDE 
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A. 



N-f (ljgyTn danvlWS-r 5-cvano- 1 -perhvdro-2H-i 
vD^phenvllcarboxami rie 

Following Example 357, the reaction of 3-(5-cyano-l-perhydro-2H-pyran-2- 
yl-lH-indazol-3-yl)benzoic acid ( 0.6 g, 1.72 mmol), HOBT (0.7 g, 5.2 mmol), EDCI (0.99 
g, 5.2 mmol) and tert-butylamine (0.66 mL, 0.68 g, 5.2 mmol) furnished 0.45 g (56% yield) 
of the title compound. ES-MS (m/z) 463 [M] + . 



15 



B. 



N-((li?)Indanvl)r3-(5- ( 5-Ff dimeth vlflim n olmethvlin H-l ^^fri^olO-vm -1 - 
erhydro-2H-nvran-2-vir 1 H-i ndazoI-3-vmp henvncarhoy 

A solution of N<(lif)indanyl))[3-(5-cyano-l-perhydro-2H-pyran-2-yl(lH- " 
indazol-3-yl))phenyl]carboxamide (0.45 g, 0.97 mmol), N-aniino-2- 
(memmylamino)acetamide (0.34 g, 2.91 mmol) and NaOMe (0.63 mL of 25% by weight 
solution in MeOH, 0.16 g, 2.91 mmol) was heated in 28 mL MeOH in a sealed tube at 
100°C for 39 hours. The reaction mixture was concentrated to an oil which was purified by 
column chromatography (10-50% MeOH in EtOAc) to furnish 0.39 g (71% yield) of the 
title compound. ES-MS (m/z) 562 [M+H] + . 

25 

C - N-((l j?)indanyl)r3-(5- f 5-fY dimethvla m inoWthyllf 1H-1 .2.4-triazol-3-vin Q TT- 
indazol-3 - vD)phen vl ] carboxamidft 

N-((li?)mdanyl)[3-(5-{5-[(dimemylamino)methyl](lH-l,2,4-triazol-3-yl)}-l 
perhydro-2H-pyran-2-yl(lH-indazol-3-yl))phenyl]carboxamide (0.39 g, 0.69 mmol) was 

^ suspended in 10 mL of 4 M in HC1 dioxane solution. The suspension was stirred at room 
temperature for 4 h. The reaction was quenched with saturated aqueous NaHC0 3 solution 
and then concentrated under reduced pressure. The residue was taken up in DMSO and 
filtered. Purification by preparative HPLC (15-80% acetonitrile in water) furnished 39 mg 
(12% yield) of the title compound. «H NMR (DMSO^) 6 13.6 (s, 1H), 9.01 (m, 1H), 8.65 

^ (br s, 1H), 8.45 (s, 1H), 8.2-7.95 (m, 3H), 7.67 (m, 2H), 7.22 (m, 4H), 5.6 (q, 1H), 3.4 (s, 
2H), 3.0 (m, 2H), 2.4 (s, 6H), 2.4-2.0 (m,2H); ES-MS (m/z) 478 [M+H] + . 
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EXAMPT.F 

SYNTHESIS OF ({3^3-(4-METHOXYPHENYL)(lH-INDAZOL-5-YL)](lH-l,2 5 4- 

TRIAZOL-5- YL)} METH YL)DIMETHYLAMINE 




OMe 



10 



A. 



3-f4-Methoxyphenv1)-1 -perhyd ro-?H - pvra n-2-v1-l H-mH.^ ie-S-^rhon^-l. 

A mixture of S-bromo-l-perhydro^H-pyran^-yl-lH-indazole-S-carbonitrile 
(5.0 g, 16.3 mmol), 4-methoxyphenylboronic acid (3.7 g, 24.5 mmol), Pd(dppf)Cl 2 (1 33 g 
1 .63 mmol) and K 3 P0 4 (17.31 g, 81.66 mmol) in 120 mL DME was refluxed for 24 h The 
reaction was cooled and diluted with EtOAc. The mixture was filtered through a celite pad 
and the filtrate was washed with water, brine, dried (Na.SO,) and filtered. Removal of 
solvent in vacuo followed by chromatographic purification of the residue (10-50% EtOAc in 
hexanes) furnished 4 g (73% yield) of the title compound as a white solid. ES-MS (m/z) 334 



20 



B. 



t-2-vldH-in dazol-5-vn-|riH-1.2.4- 



3-r3-f4- Methoxvp he nvn-l-nerhvdro-7TT_ 1 
tria2o1-5-vn >methvndimethvlamine 

A solution of 3-(4-memoxyphenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole- 
5-carbonitrile (0.8 g, 2.4 mmol), N-amino-2-(diemthylamino)acetamide (0.84 g 7 2 mmol) 
^ and NaOMe ( 1 .6 mL of 25% by weight solution in MeOH, 0.39 g, 7.2 mmol) was heated in 
28 mL MeOH in a sealed tube at 100°C for 36 hours. The reaction mixture was 
concentrated to an oil which was purified by column chromatography (10-50% MeOH in 
EtOAc) to furnish 0.57 g (55% yield) of the title compound. ES-MS (m/z) 433 [M+H] + . 

C ({3-r3-(4-MethoxvDhenvl)(l H -inda Z0 l-5-vm riH-1.2 4-fn a ^i-<;- 
30 vDlmethvlMimftthylamine 

({3-[3-(4-Memoxyphenyl)-l-perhydro-2H-pyran-2-yl(lH-indazol-5-yl)](lH- 
l,2,4-triazol-5-yl)}methyl)dimethylamine (0.57 g, 1.32 mmol) was suspended in 10 mL of 4 

M in HC1 dioxane solution. Toluene (10 mL) was added and the suspension was stirred at 
^ room temperature for 18 h. The reaction was quenched with saturated aqueous NaHC0 3 
solution and then concentrated under reduced pressure. The residue was taken up in DMSO 
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and filtered. Purification by preparative HPLC (15-80% acetonitrile in water) furnished 92 
mg (20% yield) of the title compound. 'H NMR (DMSOrf 5 ) 6 14.0 (s, 1H), 13.2 (s, 1H), 
8.6 (s, 1H), 8.05 (dd, 1H), 7.95 (m, 2H), 7.65 (d, 1H), 7.14 (m, 2H), 3.8 (s, 3H), 3.6 (s, ' 
2H), 2.2 (s, 6H); ES-MS (m/z) 349 [M+H] + . 

EXAMPLE 361 

SYNTHESIS OF {[3-(3-(2H-BENZO[d]l,3-DIOXOLEN-5-YL))(lH-INDAZOL-5- 
YL)] ( 1 H- 1 ,2 ,4-TPvIAZOL-5- YL) } METHYL} DIMETHYL AMINE 



10 




15 



A. 



3-f 2H-Benzord1 1 ,3-dioxoIen-5-vn- 1 -ner h vdro^H-nvran ^-vl-l H-ind a ™i*-S- 
carbonitrile 



A mixture of 3-bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile 
(5.0 g, 16.3 mmol), 3,4-methylenedioxypbenylboronic acid (4.07 g, 24.5 mmol), Pd(dppf)Cl 2 
(1.33g, 1.63 mmol) and K 3 P0 4 (17.31 g, 81.66 mmol) m 85 mLDME was refluxed for 24 ' 
h. The reaction was cooled and diluted with EtOAc. The mixture was filtered through a 
celite pad and the filtrate was washed with water, brine, dried (NajSO,) and filtered. 
Removal of solvent in vacuo followed by chromatographic purification of the residue (10- 
50% EtOAc in hexanes) furnished 4 g (70% yield) of the title compound as a white solid. 
ES-MS (m/z) 348 [M+H] + . 



25 



l-2-vlflH-inria7o1-S- 



30 



B. 



(r3-r3-r2H-B enzord11.3-dioxolen-S-vn-l-p erhYdro-?H- 1 
yl))( 1H- 1 .2.4-triazol-5-vl'>1 methvB dimethvlamine 

A solution of 3-(2H-benzo[d] l,3-dioxolen-5-yl)-l-perhydro-2H-pyran-2-yl- 
lH-indazole-5-carbonitrile (0.5 g, 1.44 mmol), N-aimno-2-(diemmylaniino)acetamide (0.5 g, 
4.3 1 mmol) and NaOMe (1 .2 mL of 25% by weight solution in MeOH, 0.3 1 g, 5.75 mmol) ' 
was heated in 25 mL MeOH in a sealed tube at 100°C for 36 hours. The reaction mixture 
was concentrated to an oil which was purified by column chromatography (10-50% MeOH 
in EtOAc) to furnish 0.5 g (64% yield) of the title compound. ES-MS (m/z) 447 [M+H] + . 
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C. l\?>-( 3-f 2H-Benzordl 1 .3-dioxolen-5-vlV>n H-indazol- 5-vlYI( 1H-1 .2.4-triazol-5- 

vD \ methyl ) dimethvlamine 

{[3-(3-(2H-Benzo[d]l,3-dioxolen-5-yl)-l-perhydro-2H-pyran-2-yl(lH- 

indazol-5-yl))(lH-l,2,4-triazol-5-yl)]methyl}dimethylamine (0.5 g, 1.12 mmol) was 

5 suspended in 10 mL of 4 M in HC1 dioxane solution. Toluene (10 mL) was added and the 

suspension was stirred at room temperature for 1 8 h. The reaction was quenched with 

saturated aqueous NaHC0 3 solution and then concentrated under reduced pressure. The 

residue was taken up in DMSO and filtered. Purification by preparative HPLC (15-80% 

acetonitrile in water) furnished 47 mg (1 1 % yield) of the title compound. 'H NMR 

10 (DMSOrf d ) 5 14.0 (br s, 1H), 13.4 (s, 1H), 8.6 (s, 1H), 8.1 (d, 1H), 7.65 (d, 1H), 7.5 (s, 

2H), 7.15 (d, 1H), 6.1 (s, 2H), 3.4 (s, 2H), 2.2 (s, 6H); ES-MS (m/z) 363 [M+Hf. 

EXAMPLE 362 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N-(3- 
15 METHOXYPROPYL)CARBOXAMIDE 

H 



20 




A. f3-(4-FluoroDhenvD(lH-indazol-5-vD1-N-(3-methoxvDropvnc arboxamide 

The title compound was prepared as described in Example 68. To a solution 
of l-acetyl-3-(4-fluorophenyl)-lH-indazole-5-carbonyl chloride (0.200 g, 0.632 mmol) in 

25 pyridine (4 mL) was added 2-memoxypropylamine (0.274 mL, 3.16 mmol). The solution was 
stirred for 3 h at room temperature. Water (40 mL) was added and the reaction mixture was 
extracted with ethyl acetate. The combined organic layers were washed with aqueous 1 N 
hydrochloric acid, dried over anhydrous sodium sulfate, filtered and evaporated. The residue 
was purified by preparative HPLC (10-90% acetonitrile/water). The pure fractions were 

30 basified with ammonium hydroxide, evaporated at reduced pressure, diluted with water and 
filtered to give the title compound (0.073 g, 35% yield): 'H NMR (DMSO-dg) 8 13.42 (br s, 
1H), 8.60 (t, 1H), 8.53 (s, 1H), 8.07 (AB quartet, 2H), 7.92 (dd, 1H), 7.62 (d, 1H), 7.40 (t, 
2H), 3.40 (t, 2H), 3.34 (m, 2H), 3.25 (s, 3H), 1.79 (m, 2H); ES-MS (m/z) 328 [M+l] + . 

35 
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EXAMPLE 36^t 

SYNTHESIS OF 3-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]- 1,2,4- 

OXADIAZOLIN-5-ONE 




A ^-(^Fluorophenvn-l-perhvdro^H-nvran^- y igH-indzaol-^-vnVhvHrnvY i^^^ 
methvlamine 

3-(4-Fluorophenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile 
(400 mg, 1.25 mrnol), hydroxylamine hydrochloride (434 mg, 6.25 mmol) and K 2 CQ 3 (864 
^ mg, 6.25 mmol) in ethanol (7.0 mL) was placed in a screw-top pressure tube and heated in a 
100 °C oil bath for 16 h. The reaction mixture was filtered through a sintered glass funnel 
while hot, washed with hot ethanol and concentrated in vacuo to give the desired product 
(283 mg, 64%) as an off white solid. ES-MS (m/z) 355 [M+fTf 



20 



B. 



2-Amino-l-aza-2-r3- (4-phenyl)-1-^ 
ethoxvformate 

To a slurry of [3-(4-fluorophenyl)-l-perhydro-2H-pyran-2-yl(lH-indzaol-5- 
yl)](hydroxyimino)methylamine (125 mg, 0.35 mmol) in anhydrous chloroform (1.5 mL, 
30.85 mmol) was added triethylamine (64 mL, 0.46 mmol) and ethyl chloroformate (38 mL, 
^ 0.39 mmol) at ambient temperature. After stirring for 2 h the reaction mixture was diluted ' 
with dichloromethane, washed with brine, dried over MgS04 and concentrated in vacuo to 
give the desired product as a pale solid which was used without further purification for the 
next step. 



30 



C. 



3-r3-(4-Fluorophenvn-1-nerbY dro-2H-pvran-2-vl-lH-ind fl7 ol-5-vn-1,2 4- 
oxadiazolin-5-one 

2-Amino-l-aza-2-[3-(4-phenyl)-l-perhydro-2H-pyran-2-yl(lH-indazol-5- 
yl)]vinyl ethoxyformate, obtained from the previous reaction, and anhydrous toluene (3.0 
mL) was placed in a screw-top pressure tube and heated in a 135°C oil bath for 15 h. The 
^ reaction mixture was cooled, diluted with hot methanol, filtered through a sintered glass 
funnel and concentrated in vacuo to give a dark brown residue. Purification of the residue by 
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flash chromatography on silica gel eluting with 10% methanol in dichloromethane gave the 
desired product (88 mg, 66% for two steps) as a tan solid. ES-MS (m/z) 381 [M+HT| + 

D. 



3-r3-(4-FluorophenvlV 1 H-indazol-5- v n-l .2.4-ny«diazolin-5-one 

To a solution of 3-[3-(4-fluorophenyl)- 1 -perhydro-2H-pyran-2-yl- 1 H- 
indazol-5-yl]-l,2,4-oxadiazolin-5-one (88 mg, 0.23 mmol) in dioxane (4.0 mL) was added 6 
N HC1 (4.0 mL) at ambient temperature. After stirring for 16 h an additional amount of 
dioxane (1 .0 mL) was added and the reaction mixture was gently heated in a 60°C oil bath 
for 4 h after which an additional amount of 6 N HC1 (1 .0 mL) and several drops of methanol 
were added and after an additional 4 h of heating the reaction was stopped by slowly pouring 
into vigorously stirred aqueous 6 N NaOH (6.0 mL). The solution was adjusted to pH=8 
with the addition of 4 N HC1 and extracted with ethyl acetate. The organic layer was washed 
with brine, dried over MgS0 4 and concentrated in vacuo to give a pale orange solid-which 
was purified by flash chromatography on silica gel eluting with 10% methanol in 
15 dichloromethane to give a pale yellow solid which was dissolved in a niinimum amount of 
methanol and precipitated with ethyl ether and hexanes to afford the desired product as a 
pale powder (13 mg, 19% yield) »H NMR (DMSCK,): 8 13.6 (s, 1H), 13.0 (br s, 1H), 8.5 
(s, 1H), 8. 1 -8.0 (m, 2H), 7.8 (q, 2H), 7.3 (t, 2H); ES-MS (m/z) 297 [M+H] + . 



10 



20 



EXAMPLE 364 

SYNTHESIS OF (5-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]-lH-l,2,4-TRIAZOL 

3- YL)METHAN- 1 -OL 



25 



BnO 




A. 



30 



5-r3-(4-Fluorophenvnn H-indazol-5-vDiriH-1.2.4-triazol-3- 
ylWphenvlmethoxvVnftthaTiP 

To a suspension of ethoxy[3-(4-fluorophenyl)(lH-indazol-5- 
yl)]memanimine-2HCl (307 mg, 0.96 mmol) and N-amino-2-(phenylmethoxy)acetamide 
(259 mg, 1.44 mmol) in anhydrous methanol (3.0 mL) in a screw-top pressure tube was 
added freshly prepared sodium methoxide (615 uL of a 3.12 M solution in methanol). The 
35 tube was sealed and heated in a 90°C oil bath for 17 h. The reaction was cooled, evaporated 
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to dryness and partitioned between ethyl acetate and satd. NH 4 C1. The organic layer was 
separated, washed with brine, dried over MgS0 4 and concentrated in vacuo to give an oily 
brown residue. Purification by flash chromatography on silica gel eluting with 5% methanol 
in dichloromethane (R f = 0.43) gave a pale solid (155 mg) which was re-chromatographed 
^ using 30% hexanes in ethyl acetate to remove traces of color. 



B. 



'5-r3-(4-Fluoronhenvn-l H-in dazol-5-vll-l H- 1 .2.4-tria^l-3-vnmeth a n- 1 -ol 

A solution of (5-[3-(4-fluorophenyl)(lH-indazol-5-yl)](lH-l,2,4-triazol-3- 
yl))(phenylmethoxy)methane, obtained from the previous reaction, was hydrogenated at 60 

10 psi in methanol (20 mL) over Pd(OH) 2 on carbon (200 mg, 25%w/w) for 20 h. The reaction 
was filtered through a Celite pad, washed with methanol and concentrated in vacuo to give a 
residue which was purified by flash chromatography on silica gel with 10% methanol in 
dichloromethane then 20% methanol in dichloromethane. Fractions containing the desired 
product were pooled and evaporated to give a pale solid which was washed with ethyl ether 

15 to afford the title compound (35 mg, 12% yield for two steps) 'H NMR (DMSO-d 6 w/ 100 
uL CD 3 C0 2 D) 6 8.6 (s, 1H), 8.0 - 7.9 (m, 3H), 7.6 (d, 1H), 7.3 (t, 2H), 4.6 (s, 2H); ES-MS 
(m/z) 310 [M+H] + . 



20 



25 



A. 



30 



EXAMPLE 365 
SYNTHESIS OF [3-(5-(3-[(DEvffiTHYXAMINO)M^ 

YL))(lH-INDAZOL^3-YL))PHENYL]-N-(2-PIPERIDYLETHYL)CARBOXAMIDE 




B-fS-Cvano-l-perhvdro^H- pvran^-Y lfl H-indazol-S-vl^phenvll-N^- 
piperidvlethvDcarboxamide 

HOBT (1 .74 g, 12.93 mmol) was added in one portion to a solution of 3-(5- 
cyano-l-perhydro-2H-pyran-2-yl-lH-indazol-3-yl)benzoic acid (1.50 g, 4.31 mmol) in 
anhydrous THF (50.0 mL) and anhydrous DMF (20.0 mL) at ambient temperature. After 30 
min EDAC HC1 (2.47 g, 12.93 mmol) and l-(2-arninoethyl)piperidine (1.84 mL, 12.93 
35 mmol) was added and the resultant mixture was stirred for 20 h. The reaction mixture was 
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partitioned between ethyl acetate and water, washed with brine, dried over N^SQ, and 
concentrated in vacuo during which the product began to precipitate as a colorless solid. 
Hexanes were added and the desired product was collected by vacuum filtration (1 .8 g, 91% 
yield) ES-MS (m/z) 458 [M+H] + . 



B. 



r 3-r5-(Et hoxviminomethvl V 1 H-indazol-3-vrnphenyD-N-f 2- 
piperidvlethvncarboxamide-3Hn 

Anhydrous hydrogen chloride gas was bubbled into a suspension of [3-(5- 

io Cyano-l- P erhydro-2H-pyran-2-yl(lH-mdazol-3-yl))phenyl]^ 

(952 mg, 2.08 mmol) in anhydrous ethanol (70 mL) at 0°C for 10 min. The reaction mixture 
was sealed, stirred at ambient temperature for several days and the bulk of the ethanol was 
removed in vacuo to give an off-white solid. The solid was suspended in anhydrous ethyl 
ether, filtered under a blanket of nitrogen, washed with copious amounts of ethyl ether, 
collected and dried under vacuum to give the desired product as a hygroscopic solid (l'.07g 

15 97% yield) ES-MS (m/z) 421 [M+H] + (HC1 salt not detected). 

C. 



^-(S-rS-rfDimethylammo^ethvlirm-l^^-tri a zol-S-vl^Vm-indazol-^-vl^p hPnyi]- 
N-(2-piperi dvlethvncarboxamtrie 

To a sus Pension of (3-[5-(ethoxyiminomethyl)( lH-indazol-3-yl)]phenyl)-N- 
(2-piperidylethyl)carboxamide-3HCl (412 mg, 0.78 mmol) and N-amino-2- 
(dimethylamino)acetamide (275 mg, 2.35 mmol) in anhydrous methanol (5.0 mL) in a screw- 
top pressure tube was added sodium methoxide (626 mL of a 25% w/w in methanol). The 
tube was sealed, heated in a 1 05°C oil bath for 48 h and then concentrated to dryness. 
^ Purification of the residue by preparatory TLC using 40% ethyl acetate in methanol gave the 
desired product after precipitation from methanol/ethyl acetate with ethyl ether (12 mg 3% 
yield) 'H NMR (DMSO-d 6 ) 6 13.7 (br s, 1H), 8.7 (br s, 2H), 8.4 (s, 1H), 8.1 - 8.0 (m, 2H) 
7.85 (br d, 1H), 7.7 - 7.6 (m, 2H), 3.6 (s, 2H), 3.5 - 3.3 (m, 2H), 2.5 - 2.2 (m, 6H), 2.2 (s,' 
6H), 1 .6-1 .3 (m, 6H); ES-MS (m/z) 473 [M+H] + . 



30 



EXAMPLE 366 

SYNTHESIS OF ([5-(3-BENZO[D]FURAN-2-YL(lH-INDAZOL-5-YL))(lH-l,2,4- 

TRIAZOL-3-YL)]METHYL)DIMETHYL AMINE 



35 
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A. 



3-Ben 7 . ofd1furan-2-vl-l-perhvdro-2H-Pvran-2-v1-1HMndazole-5-carhnnitri1 ft 

3-Bromc>-l-(tetrahydro-2-pyranyl)-lH-iiidazole-5-carbonitrile (l.OOg, 3.27 
mmol), 2-benzofuninboronic acid (795 mg, 4.90 mmol), Pd(dppf)Cl 2 CH 2 C1 2 (266 mg) and 
potassium phosphate (3.47 g, 16.35 mmol) in 1,2-dimethoxyethane (16.0 mL) was placed 
into a screw-top pressure tube and heated in a 95°C oil bath for 21 h. The reaction mixture 
15 was cooled and partitioned between dichloromethane and water. The organic layer was 
separated, washed with satd. NaHC0 3 , brine, dried over MgS0 4 and concentrated in vacuo 
to give a residue which was purified by flash chromatography on silica gel with 30% ethyl 
acetate in hexane (R= 0.49) to afford the desired product (167 mg, 15% yield) as a pale 
orange foam. 

20 

B. 



5-(3-Benzof dl furan-2- vl-l -perhvaro-2H-pvran-2-vin H-indazol-5-vl W 1 H-l .2.4- 
triazol-3-vnimethv1)dimethvlamine 

To a suspension of 3-benzo[d]furan-2-yl-l-perhydro-2H-pyran-2-yl-lH- 
indazole-5-carbonitrile (167 mg, 0.49 mmol) and N-aniino-2-(dimethylamino)acetamide (171 
25 mg, 1.46 mmol) in anhydrous methanol (1.0 mL) in a screw-top pressure tube was added 
sodium methoxide (445 uL of a 25% w/w in methanol). The tube was sealed and heated in a 
100°C oil bath for 21 h. An additional amount of N-amino-2-(dimethylamino) acetamide 
(171 mg, 1.46 mmol) was added and the reaction heated for an additional 2 days. The 
reaction was cooled, evaporated to dryness and partitioned between ethyl acetate and satd 
ammonium chloride. The organic layer was separated, washed with brine, dried over MgS0 4 
and concentrated in vacuo to give a yellow solid. Purification of the residue by flash 
chromatography on silica gel using 5% methanol in dichloromethane then 20% methanol in 
dichloromethane gave the desired product (15 mg, 7% yield) as a pale yellow foam. ES-MS 
(m/z) 443 [M+H] + . 

35 
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C - (r5-(3-Benzord1furan-2-vir iH-inda7ol-5- v nvi H-1 9 
vl)1methvndirnRth Y la™ir^ 

([5-(3-Ben2o[d]furan-2-yl-l-perhydro-2H- P yran-2-yl(lH-indazol-5-yl))(lH- 
l,2,4-triazol-3-yl)]methyl)dimethylamine (15 mg, 0.034 mmol) in anhydrous HC1 (5.0 mL of 
a 4 N solution in 1,4-dioxane) was vigorously stirred at ambient temperature for 18 h. The 
reaction mixture was neutralized with the slow addition" of satd. NaHC0 3 and extracted with 
ethyl acetate. The organic layer was washed with brine, dried over MgS0 4 and concentrated 
in vacuo to give a solid which was redissolved in a minimum amount of ethyl acetate and 
precipitated with hexanes to give the desired product as an off-white powder. The product 
was further purified by preparatory HPLC using a 30-80% acetonitrile/water gradient with 
0.1% CF 3 C0 2 H. Fractions containing the desired product were pooled and evaporated to 
give a pale yellow solid which was partitioned between ethyl acetate and satd. NaHC0 3 . The 
organic layer was separated, washed with brine, dried over MgS0 4 and concentrated in 
vacuo to give a solid which was dissolved in a minimum amount of methanol/ethyl acetate 
and precipitated with hexanes. The solid was collected, washed with ethyl ether/hexanes and - 
dried under vacuum to afford the desired product as a pale solid (5.0 mg, 41% yield) 'H 
NMR (DMSO-d*) 6 8.9 (s, 1H), 8.14 (dd, 1H), 7.8 - 7.6 (m, 3H), 7.46 (s, 1H), 7.4 - 7.26 
(m, 2H), 4.65 (s, 2H), 1.85 (s, 6H); ES-MS (m/z) 359 [M+Hf. 



20 



EXAMPLE 367 

SYNTHESIS OF [3-(5-(3-[(DIMETHYLAMINO)METHYL](lH-l,2,4-TRIAZOL-5- 

YL))(lH-INDAZOL-3-YL))PHENYL]-N-BENZAMIDE 



25 




30 



A. 



r3-(5-Cvano-1-perhYdjo-2H-pyra n -2-vlflH-md^n1- 3 -vl^ P henv11 ^-h^ 7am ^ a 

HOBT (931 mg, 6.88 mmol) was added in one portion to a solution of 3-(5 
cyano-l-perhydro-2H-pyran-2-yl-lH-indazol-3-yl)benzoic acid (800 mg, 2.30 mmol) in 
anhydrous THF (20.0 mL) at ambient temperature. After 30 min EDAOHC1 (1.32 g, 6.88 
^ mmol), aniline (628 uL, 7.48 mmol) and anhydrous DMF (1 0.0 mL) was added. After 
stilting overnight, volatile materials were removed under reduced pressure and the residue 
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was partitioned between ethyl acetate and water. The organic layer was separated, washed 
with brine, dried over MgS0 4 and concentrated in vacuo to give a solid which was 
precipitated from ethyl acetate and methanol with hexanes to give the desired product (799 
mg, 82% yield) as a tan powder. ES-MS (m/z) 423 [M+H] + . 



B. (3-r5-(Ethoxviminometh vnflH-indfl7ol-3-vn-|phenvlVN-ben7.amide-2HC1 

Anhydrous hydrogen chloride gas was bubbled into a suspension of [3-(5- 
cyano- 1 -perhydro-2H-pyran-2-yl(lH-mdazol-3-yl))phenyl]-N-benzamide (620 mg, 1 .47 
mmol) in anhydrous ethanol (30 mL) at 0°C for lOmin. The reaction mixture was sealed, 

10 stirred at ambient temperature for several days and the bulk of the ethanol was removed in 
vacuo to give an off-white solid. The solid was suspended in anhydrous ethyl ether, filtered, 
washed with copious amounts of ethyl ether, collected and dried under vacuum to give the 
desired product as an off-white solid (599 mg, 89% yield). ! H NMR (DMSO-tf,) 6-12.1 (br 
s, 1H), 1 1.1 (br s, 1H), 10.55 (s, 1H), 9.2 (s, 1H), 8.6 (s, 1H), 8.3 (d, 3H), 8.1 (t, 2H), 7.9 - 

15 7.6 (5H), 7.45 (t, 2H), 7.1 (t, 1H), 4.65 (q, 2H), 1.5 (t, 3H). 

C - r3-(5-(3-r(Dimethvlamino^methv1]r iH-1.2.4-triazol-5-vn¥1H-indazol-3- 
vD )phenvl1 -N-benzamide 

To a suspension of (3-[5-(emoxyiminomethyl)(lH-indazol-3-yl)]phenyl)-N- 
20 benzamide-2HCl (250 mg, 0,55 mmol) and N-ammo-2-(dimethylamino)acetamide (192 mg, 
1.64 mmol) in anhydrous methanol (3.0 mL) in a screw-top pressure tube was added sodium 
methoxide (314 uL of a 25% w/w in methanol). The tube was sealed, heated in a 100°C oil 
bath for 48 h and concentrated to dryness. Purification of the residue by preparatory TLC 
using 50 % ethyl acetate in methanol gave the desired product which was further purified by 
25 precipitation from methanol with ethyl acetate and ether to give the title compound (47 mg, 
20%) as an off-white powder 'H NMR (DMSO-cLJ 6 10.45 (br s, 1H), 8.65 (s, 1H), 8.55 (s, 
1H), 8.2 (d, 1H), 8.1 (d, 1H), 8.0 (d, 1H), 7.8 (d, 2H), 7.75 - 7.65 (m, 2H), 7.35 (t, 2H), 7.l' 
(t, 1H), 3.55 (s, 2H), 2.2 (s, 6H); ES-MS (m/z) 438 [M+H] + . 

30 EXAMPLE 368 

SYNTHESIS OF [3-(5-(3-[piMETHYI^INO)METHYL](lH-l,2,4-TRIAZOL-5- 
YL))(lH-nNDAZOL-3-YL))PHENYL]-N-(4-FLUOROPHENYL)CARBOXAMIDE-2HCl 
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A. r3-(5-Cvano-l-perhvdro-2H-pwan-2^^ 
fluorophcnvDcarboxamide 

The title compound was prepared according to the procedure of Example 367 
A using the following amounts of reagents: 3 -(5 -cyano- 1 -p erhydro-2H-pyran-2-yl- 1 H- 
indazol-3-yl)benzoic acid (2.65 g, 7.63 mmol), 4-fluoroaniline (2.20 mL, 23.22 mmol), 
HOBT (3.1 g, 22.95 mmol), EDACHC1 (4.4 g, 22.95 mmol), anhydrous THF (50.0 mL) 
and anhydrous DMF (15.0 mL) (2.99 g, 89% yield) as a yellow solid. ES-MS (m/z) 441 
15 [M+H] + . 

B. (345-(Ethoxviminomethvl¥lH--indazol-3-vniDhenvlVN-( r 4- 
fluorophenv0carboxamide-2HCl 

The title compound was prepared according to the procedure of Example 367 

20 B using [3-(5-cyano-l-perhydro-2H-pyran-2-yl(lH4ndazol-3-yl))phenyl]-N^ 

fluorophenyl)carboxamide (2.99 g, 6.79 mmol) in anhydrous ethanol (500 mL) with a 
reaction time of 5 days at ambient temperature to afford the desired compound (2.37 g, 
74%) as a yellow solid. ES-MS (m/z) 403 [M+H] + (HC1 salt not detected). 

25 C. r3-(5-r3-rrdimethvlaminotoe^^ 

vD^phenvn-N-^-fluorophenvncarboxamide^HCl 

Prepared according to the procedure of Example 367 C using (3-[5- 
(ethoxyiminomethyl)( 1 H-indazol-3-yl)]phenyl)"N-(4-fluorophenyl)carboxamide-2HCl (1.50 
g, 3.15 mmol), N-amino-2-(dimethylamino) acetamide (1.2 g, 10.33 mmol) and sodium 

30 methoxide (1.8 mL of a 25% w/w in methanol) in anhydrous methanol (20.0 mL) with a 
reaction time of 1 .5 days. Purification by flash chromatography on silica gel using 50% 
methanol in ethyl acetate afforded a solid which was dissolved in anhydrous methanol and 
treated with anhydrous hydrogen chloride gas for 10 min at 0°C. After stirring at ambient 
temperature for 5 min anhydrous ethyl acetate was added to precipitate the desired product 

JD which was collected on a sintered glass funnel, washed with methanol and ethyl acetate and 
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dried under vacuum to give the title compound (267 mg, 50% yield) as a light yellow solid 
'H NMR (DMSO-d 6 ) » 13.5 (br s, 1H), 10.5 (s, 1H), 8.5 (s, 1H), S.2 (br d, 1H), 8.1 (d, 1H), 
8.0 (d, 1H), 7.84 (dd, 2H), 7.75 - 7.6 (m , 2H), 7.2 (t, 2H), 3.6 (bs, 2H), 2.2 (s, 6H), ES- 
MS (m/z) 456 [M+H] + . 



EXAMPLE 369 

SYNTHESIS OF [3K5^3-[(DIMETHYLAMINO)METHYL](lH-l,2,4-TRIAZOL-5- 
YL))(lH-INDAZOL-3-YL))PHENYL]-N-INDAN-2-YL-CA1^0XAMIDE 



10 




15 



A. 



rS-fS-Cyan o-l-perhvd^o^H-pwan^-viriH-indazol-^-vn -hjhenvll-N-inHan-?- 
vlcarboxamide 

The title compound was prepared in a similar fashion to that of Example 367 
A using the following amounts of reagents: 3-(5-cyano-l-perhydro-2H-pyran-2-yl-lH- 

20 indazol-3-yl)benzoic acid (800 mg, 2.29 mmol), 2-aminoindan hydrochloride (652 mg, 3.84 
mmol), HOBT (931 mg, 6.89 mmol), EDAC HC1 (1.32g, 6.89 mmol) and triethylamin'e (535 
uL, 3.85 mmol) in anhydrous THF (20.0 mL) and anhydrous DMF (7.0 mL). Precipitation 
from methanol and ethyl acetate with hexanes afforded the desired compound (824 mg, 78% 
yield) as an off-white powder ! H NMR (DMSO-d 6 ) 5 8.87 (d, 1H), 8.7 (s, 1H), 8.39 (s,'lH), 

25 8.16 (d, 1H), 8.02 (d, 1H), 7.94 (d, 1H), 7.84 (dd, 1H), 7.62 (t, 1H), 7.3 - 7.1 ( m, 4H)' 
6.02 (dd, 1H), 4.78 - 4.7 (m,lH), 3.9 - 3.7 (m, 2H), 3.27 (dd, 2H), 2.98 (dd, 2H), 2.1 '- 1.5 
(m, 6H). 



30 



35 



B. 



S-rS^Ethoxviminome mvnriH - inda zol-S-vniphenvlVN-indan-^-vlcarboxamiHe^.HPI 
The title compound was prepared according to the procedure of Example 367 

B using [3-(5-cyano-l-perhydro-2H-pvran-2-yl(lH-mdazol-3-yl))phenyl]-N-indan-2 
vlcarboxamide (820 mg, 1.77 mmol) in anhydrous ethanol (40 mL) with a reaction time of 
19 h to afford the desired compound (870 mg, 98% yield) as a pale yellow powder. J H NMR 
(DMSO-d 6 ) 6 12.27 (br s, 1H), 1 1.2 (br s, 1H), 9.1 (s, 1H), 9.07 (d, 1H), 8.52 (s, 1H), 8.26 
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(d, 1H), 7.98 (t, 2H), 7.80 (d, 1H), 7.64 (t, 1H), 7.24 - 7.10 (m, 4H), 4.8 - 4.7 (m, 1H), 
4.64 (q, 2H), 3.24 (dd, 2H), 3.06 (dd, 2H), 1.5 (t, 3H). 



C. 



S-fS-fS^a^imethvlaminoWthvllflH- l^^-triayol-S-vnVlH-indazol-S-vnVhenvH- 
"* N-indan-2-vlcarboxamide 

The title compound was prepared according to the procedure of Example 367 
C using (3-[5-(emoxyinimomemyl)(lH-mdazol-3-yl)]phenyl)-N-indan-2- 
ylcarboxamide-2HCl (360 mg, 0.72 mmol), N-ammo-2<dimethylamino) acetamide (254 mg, 
2.17 mmol) and sodium methoxide (415 uL of a 25% w/w in methanol) in anhydrous 

10 methanol (4.0 mL) with a reaction time of 48 h. Purification of the residue by preparatory 
TLC using 50 % ethyl acetate in methanol gave the desired product which was further 
purified by precipitation from methanol and ethyl acetate with hexanes and ethyl ether to 
give the title compound (86 mg, 25% yield) as a colorless powder ! H NMR (DMSO-d^ 6 
13.9 (br s, 1H), 13.4 (br s, 1H), 8.85 (d, lH), 8.6 (br s, 1H), 8.45 (s, 1H), 8.1 - 8.0 (m, 2H), 

15 7.7 - 7.6 (m, 2H), 7.3 - 7.1 (m, 4H), 4.8 - 4.7 (m, 1H), 3.6 (br s, 2H), 3.25 (dd, 2H), 3.0 
(dd, 2H), 2.2 (s, 6H); ES-MS (m/z) 478 [M+H] + . 



!0 



EXAMPLE 370 
SYNTHESIS OF [3-(5-(3-[(DIMETHYLAM^^ 

YL))( 1 H-INDAZOL-3-YL))PHEN^X]-N-CYCLOPROPYLCARBOXAMIDE 



25 




30 



A - rS-fS-Cvano-l-perhvdr o^H-pvran^-vldH-indazol-S-vnVhenvll-N- 
cvclopropvlcarboxamide 

The title compound was prepared according to the procedure of Example 367 
A using the following amounts of reagents: 3-(5-cyano-l-perhydro-2H-pyran-2-yl-lH- 
indazol-3-yl) benzoic acid (600 mg, 1.73 mmol), cyclopropyl amine (358 uL, 5.17 mmol), 
HOBT (700 mg, 5.20 mmol), EDAC-HC1 (1.00 g, 5.20 mmol), anhydrous THF (15.0 mL) 
and anhydrous DMF (4.0 mL) to give a pale solid (528 mg, 79% yield). ES-MS (m/z) 387 
35 [M+H] + . 
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B. 



N-cvclopropvir3-r5-re thoxvimmnmethvlVm-inda7.o1-^- 
vl)1phenvn carboxamide-9Hr'1 



EtO 




Prepared according to the procedure of Example 367 B using [3-(5-cyano-l- 
Perhydn>-2H-pyran-2-yl^ (52g m& iyj 

mmol) in anhydrous ethanol (50.0 mL) with a reaction time of 23 h to give a pale powder 
(520 mg, 90% yield) . ES-MS (m/z) 349 [M+H] + (HC1 salt not detected). 



15 



C. 



•3-(5-(3-r (dimethylamino)methvnriH-l -2.4-tri a zol-5-v1W1 W-indazo1-3-v1Vinlign V n_ 
N-cvclopropvlcarboxamidf> 

The title compound was prepared according to the procedure of Example 367 
C using N-cyclopropyl(3-[5-(ethoxyimmomethyl)(lH-indazol-3- 
^ yl)]phenyl)carboxamide-2HCl (377 mg, 0.89 mmol), N-amino-2-(dimethylaniino) acetamide 
(3 1 5 mg, 2.69 mmol) and sodium methoxide (5 1 5 uL of a 25% w/w in methanol) in 
anhydrous methanol (5.0 mL) with a reaction time of 24 h. Purification of the residue by 
flash chromatography on silica gel with 50% methanol in ethyl acetate gave the desired 
product as a light orange solid. Further purification by preparatory TLC using 50% methanol 
m ethyl acetate afforded the title compound (145 mg, 40% yield) as an off-white powder >H 
NMR (DMSO-d 6 ) 6 8.8 (br d, 1H), 8.7 (s, 1H), 8.4 (s, 1H), 8.14 - 8.05 (m, 2H), 7.84 (d, 
1H), 7.7 - 7.6 (m, 2H), 3.55 (s, 2H), 2.92 - 2.85 (m, 1H), 2.2 (s, 6H); ES-MS (m/z) 402 
[M+H] + . 



30 



EXAMPT.F.^71 

SYNTHESIS OF [3-(5-(3-[(DIMETHYLAMINO)METHYL](lH-l,2,4-TRIAZOL-5- 
YL))(lH-IrTOAZOI^3-YL))PHENYL]-N-CYCLOBUTYLCARBOXAMrDE-2HCL 
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A. r3-(5-Cvano-l-perhvdro^ 
cvclobutvlcarboxamide 

The title compound was prepared in a similar fashion to that of Example 367 
A using the following amounts of reagents: 3-(5-cyano- 1 -perhydro-2H-pyran-2-yl- 1 H- 
indazol-3-yl)benzoic acid (800 mg, 2.29 mmol), cyclobutyl amine (738 jiL, 8.64 mmol), 
HOBT (1.17 g, 8.70 mmol), EDAOHC1 (1.67 g, 8.70 mmol) in anhydrous THF (25.0 mL) 
" and anhydrous DMF (7.0 mL). Precipitation from methanol and ethyl acetate with hexanes 
afforded the desired compound (826 mg, 72% yield) as an off-white powder. ES-MS (m/z) 
401 [M+H]\ 



B. N-Cvclobu1^1(3-r5-fethoxviminom 

20 The title compound was prepared according to the procedure of Example 367 

B using [3-(5-cyano-l-perhydro-2H-pyran-2-yl(lH~indazol-3-yl))phenyl]-N- 
cyclobutylcarboxamide (826 mg, 2.06 mmol) in anhydrous ethanol (65.0 mL) with a reaction 
time of 48 h to afford the desired compound (709 mg,79% yield) as an off-white powder. *H 
NMR (DMSO-O 5 12.3 (br s, 1H), 11.2 (br s, 1H), 9.14 (s, 1H), 9.02 (d, 1H), 8.49 (s, 

25 1H), 8.25 (d, 1H), 7.96 (dd, 2H), 7.80 (d, 1H), 7.63 (t, 1H), 4.65 (q, 2H), 4.55-4.40 (m, 
1H), 2.3 - 2.1 (m , 4H), 1.75 - 1.55 (m, 2H), 1.5 (t, 3H). 



C. r3-(5-(3-rroimethvlaimno^me^ 
N-cvclobutvlcarboxamide-2HCl 
30 The title compound was prepared according to the procedure of Example 367 

C using N-cyclobutyl(3-[5-(ethoxyimmom 

(460 mg, 1.06 mmol), N-amino-2-(dimethylamino) acetamide (372 mg, 3.17 mmol) and 
sodium methoxide (608 \iL of a 25% w/w in methanol) in anhydrous methanol (7.0 mL) with 
a reaction time of 44 h. Purification of the residue by flash chromatography on silica gel with 
35 50% methanol in ethyl acetate gave the desired product as a pale yellow solid. The residue 
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was dissolved in a minimum amount of anhydrous methanol and excess 1.0 N HC1 in 
anhydrous ethyl ether was added dropwise to precipitate the desired product as the bis- 
hydrochloride salt. The product was collected and dried under vacuum to afford the title 
compound (27 mg, 5% yield) as a light yellow powder. »H NMR (DMSO-d 6 ) 6 1 0.6 (br s, 
5 1H), 8.89 (d, 1H), 8.84 (s, 1H), 8.4 (s, 1H), 8.17 (d, 1H), 8.12 (d, 1H), 7.91 (d, 1H), 7.76* 
(d, 1H), 7.63 (t, 1H), 4.5- 4.4 (m, 1H), 4.44 (s, 2H), 2.83 (s, 6H), 2.23 - 2.0 (m, 4H), 1.72 - 
1 .62 (m, 2H); ES-MS (m/z) 4 1 6 [M+H] + (HC1 salt not detected). 

EXAMPLE 377. 

10 N-[4-(5-(2H-U,3,4— TETRAZO-5-YL)(lH-INDAZOL-3-YL))PHENYL]-3- 

PYRIDYLCARBOXAMIDE 



15 



20 




A. 



3-(4-Aminopheuvl)-l- pe rhvdro-2H-pvr a n-7-y1 - lH-indazole-5-carbonitrile 

The title compound was prepared as described in Example 308, using 3- 
25 bromo-l-perhydro-2H-pyran-2-yl-lH-inda2ole-5-carbonitrile (2.102 g, 6.86 mmol), in 
ethylene glycol dimethyl ether (35 mL), 4-(4,4,5,5-tetramethyl-l,3,2-dioxaborolan-2- 
yl)aniUne (2,274 g, 10.38 mmol), [l,l'-bi S (diphenylphosphino-ferrocene] complex with 
dichloromethane (1:1) (0.573 g, 0.70 mmol) and potassium phosphate (7.337 g, 34.56 
mmol) (0.416 g, 19 % yield): ES-MS (m/z) 319 [M+l] + . 



30 



B. 



N-r4-( 5-Cvano-l -p ehYtlrn-^TT-] 
pvridvlcarboxamide 



t-2-vlflH-indazol-3-vl))phenvn-3- 



35 
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To a solution of 3-(4-aminophenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole- ' 
15 5-carbonitrile (0.459 g, 1 .44 mmol) in tetrahydrofuran (15 mL) was added nicotinoyl 

chloride hydrochloride (0.386 g, 2.17 mmol) and triethyl amine (1.00 mL, 7.17 mmol). The 
reaction mixture was stirred overnight at room temperature before being partitioned between 
ethyl acetate and water. The crude product was taken up in ethyl acetate and washed with 
saturated aqueous NaHC0 3 and partitioned. The aqueous layer was extracted twice with 
20 ethyl acetate, organics were combined, dried with N^SO* filtered, and volatile materials 
removed. The crude was used without further purification (0.433 g, 71% yield): ES-MS 
(m/z) 424.0 [M+l] + . 

C N44-(5-(2H-1.2.3.4-Tetra zo-5-vnriH-inda2ol-3-vnVhenvl1-3-Pvridvlcarboxamide 

25 

H 
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The titled compound was prepared from N-[4-(5-cyano-l-pehydro-2H-pyran- 
2-yl(lH-indazol-3-yl))phenyl]-3-pyridylcarboxamide (0.433 g, 1.02 mmol), azidotributyl tin 
(1.54 mL, 5.62 mmol) in toluene (10.5 mL) and heated to 1 15°C overnight. The volatile 
materials were removed after allowing the reaction to cool to room temperature to yield a 
brown oil. This crude product was taken up in toluene (35 mL) and hydrogen chloride was 
bubbled through the solution until the solution was saturated with the gas. The reaction was 
allowed to stir overnight at room temperature. The product was isolated using the 
procedure described in Example 161.C (0.062 g, 16% yield): l H NMR (DMSO-do) 13.30 
(br s, 1H), 10.71 (s, 1H), 9.16 (d, 1H), 8.77 (dd, 1H), 8.62 (s, 1H), 8.37 (d, 1H), 8.10 (dd, 
1H), 8.01 (m, 4H), 7.59 (m, 2H); ES-MS (m/z) 383.0 [M+l] + . 



15 



EXAMPLE 371 
1 -(5-(lH- 1 ,2,4-TRIAZOL-3-YL)(l H-lNDAZOL-3-YL)-3-(2- 

METHOXYETHOXY)BENZENE 



20 




CH 3 



A. 



l-(5-(l H- 1 lATriazol-S-vl)- t -perhydm^H-py r ar^-vin H-indazol^-vm-?-^- 
methoxvethoxvlbenzene 

25 ^ title compound was prepared from 3-(5-(lH-l , 2,4-triazol-3-yl)- 1 - 

perhydro^H-pyran^-yl-lH-indazol-S-yDphenol (0.401 g, 0.66 mmol), triphenyl phosphine 
(0.709 g, 2.70 mmol), diethyl azodicarboxylate (0.43 mL, 2.70 mmol), 2-methoxyethanol 
(0.21 mL, 2.70 mmol) in tetrahydrofuran (2.6 mL) and was allowed to stir at room 
temperature overnight. The product was diluted with ethyl acetate and washed with sodium 
bicarbonate (saturated aqueous). These layers were partitioned and the aqueous layer was 
extracted with ethyl acetate (2x). Organic fractions were combined, dried with sodium 
sulfate, filtered, and condensed. The compound was successful purified by column 
chromatography (Si0 2 , 30% ethyl acetate in hexanes). The crude intermediate was used 
without further purification: ES-MS (m/z) 420 [M+l] + . 



35 



B. 



l-(5-(lH-l,2ATriazol-3-vnriH-inda 2 ol-Vvl)-3 -f2- m ethQxv e thoxv^b e n^^ ft 
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H 




l-(5-(lH-l,2,4-Triazol-3-yl)-l-perhydro-2H-pyran-2-yl(lH-indazol-3-yl))-3- 
(2-methoxyethoxy)benzene was subjected to 6 N hydrochloride solution (aqueous) (10 mL) 

10 and methanol (10 mL), and allowed to stir at 50°C overnight. The reaction was allowed to 
cool to room temperature, and basified to a pH~14 with 6 N sodium hydroxide solution 
(aqueous). This solution was extracted with ethyl acetate (3x), and then acidified to a pH~2 
using 6 N hydrochloride solution (aqueous). The acidic solution was extracted with ethyl 
acetate (3x), and organic fractions combined- The organics were washed with sodium 

15 bicarbonate (saturated aqueous), dried with sodium sulfate, filtered, and condensed. The 
compound was purified by preparative HPLC (15-80% acetonitrile in H 2 0, 30 min.) (0.014 
g, 6 % yield over 2 steps): 'H NMR (CD 3 OD) 8 8.71 (d, 1H), 8.45 (s, 1H), 8.07 (dd, 1H), 
7.67 (dd, 1H), 7.59 (d, 1H), 7.55 (m, 1H), 7.45 (t, 1H), 7.03 (dd, 1H), 4.22 (m, 2H), 3.79 
(m, 2H), 3.43 (s, 3H), 2.75 (br s, 1H); ES-MS (m/z) 383 [M+lf. 

20 

EXAMPLE 374 
lK5<lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL)-3-(3- 

PYRIDYLMETHOXY)BENZENE 

H 



25 




30 The title compound was prepared from 3-(5-(lH-l ,2,4-triazol-3-yl)-l - 

perhydro-2H-pyran-2-yl-lH-indazol-3-yl)phenol (0.394 g, 0.65 mmol), triphenyl phosphine 
(0.685 g, 2.61 mmol), diethyl azodicarboxylate (0.41 mL, 2.61 mmol), 3-pyridylcarbinol 
(0.26 mL, 2.67 mmol) in tetrahydrofuran (2.5 mL) and was allowed to stir at room 
temperature overnight. To this mixture 6 N hydrogen chloride (20 mL) was added and 

35 allowed to stir at room temperature for 5 hours. This reaction was extracted with diethyl 
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ether (3x), basificd to pH-l 1 with 6 N sodium hydroxide (aqueous), extracted with ethyl 
acetate (3x). The organic fractions were combined and dried with sodium sulfate, filtered, 
and condensed. The compound was purified by column chromatography (Si0 2 > 100% ethyl 
acetate in hexanes to 95% ethyl acetate in 5% methanol) and preparative HPLC (15-80% 
5 acetonitrile to H 2 0, 30 min.) (0.028 g, 12 % yield over 2 steps): 'H NMR (CD 3 OD) 6 8:72 
(m, 2H), S.51 (dd, 1H), 8.1 1 (br s, 1H), 8.03 (dd, 1H), 7.68 (m, 3H), 7.50 (m, 2H), 7.13 
(ddd, 1H), 5.30 (s, 2H); ES-MS (m/z) 369 [M+l] + . 



10 



EXAMPLE 375 

3-(5-( 1 H- 1 ,2,4-TRIAZOL-3-YL)-lH-INDAZOL-3-YL)BENZOIC ACID 



15 




OH 



A. Methyl 3- { 1 -ncrhvdro-2H-pwan-2-vl-5-r 1-to^ 
indazol-3-vl \ benzoate 

The title compound was prepared using 2- {3-bromo-5-[l- 
(triphenylmethyl)(U2,3-triazol-3-y^ (2.019 g, 3.42 

mmol), in ethylene glycol dimethyl ether (17 mL), 4-(4,4,5,5-tetramethyI-l,3,2- 
dioxaborolan-2-yI)aniline (0.880 g, 4.89 mmol), [l,r-bis(diphenylphosphino_-ferrocene] 
complex with dichloromethane (1:1) (0.281 g, 0.34 mmol) and potassium phosphate (3.581 
25 g, 16.87 mmol) (1.9S8 g, 90 % yield): ES-MS (m/z) 646.6 [M+lf. 




,0210137A3_IA> 
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The title compound was prepared using methyl 3-{l-perhydro-2H-pyran-2-yl- 
5-[l-(triphenylmemyl)(l,2,4-triazolO-yl)]-lH-indazol-3-yl}benzoate (0.125 g, 0.19 mmol), 
6 N sodium hydroxide (aqueous) (3 mL), and methanol (3 mL) heated at 60°C for 6 hours. 
The reaction was allowed to cool to room temperature, and extracted with diethyl ether (2x). 
The aqueous fraction was dropwise added to a 6 N hydrochloride solution (aqueous) to form 
a white precipitate, which is filtered and dried in a vacuum oven (0.018 g, 30% yield): 'H 
NMR (DMSO-d 6 ) 6 8.91 (m, 2H), 8.60 (s, 1H), 8.36 (d, 1H), 8.16 (d, 1H), 8.02 (d, 1H), 
7.75 (m, 2H); ES-MS (m/z) 306 [M+l] + . 

EXAMPLE 376 

N-[4-(5KlH-l,2,4-TRIAZOI^3-YL)(lH-INDAZOL-3-YL))PHENYL]-2-(3- 

PYRIDYL)ACET AMIDE 



H 




To a solution of 4-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.306 g, 0.51 mmol) in telxahydrofuran (4.5 
mL) was added nicotinoyl chloride hydrochloride (0.409 g, 0.79 mmol) and triethylamine 
(0.35 mL, 2.52 mmol). The reaction mixture was stirred overnight at room temperature, and 
quenched with methanol (0.20 mL). This mixture was washed with sodium bicarbonate 
(aqueous) and extracted with ethyl acetate (3x). The organic fractions were combined, dried 
with magnesium sulfate, filtered, and condensed resulting in a crude solid (0.346 g) that was 
used without further purification. This solid was dissolved in 6 N hydrochloride solution 
(aqueous) (5 mL) and 1,4-dioxane (5 mL) and allowed to stir at room temperature 
overnight. The reaction was quenched by adding the reaction mixture dropwise to a solution 
of sodium bicarbonate (saturated aqueous) to form a precipitate, which was filtered and 
dried in a vacuum oven overnight. (0.109 g, 56% yield): *H NMR (DMSO-d 6 ) 8 9.12 (d, 
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1H), 8.78 (dd, 1H), 8.72 (s, 1H), 8.34 (dt.lH), 8.29 (s, 1H), 8.04 (m, 5H), 7.68 (d, 1H), 
7.60 (ddd, 1H); ES-MS (m/z) 382 [M+l] + . 



EXAMPLE 377 

N-[4-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL]-2- 

PHENYLACET AMIDE 



10 



15 




The title compound was prepared as described in Example 376, using 4-{l- 
perhydro-2H-pyran-2-yl-5-[l-(triphenylm 

yl}phenylamine (0.303 g, 0.50 mmol) in tetrahydrofuran (4.5 mL) was added benzoyl 
chloride (0.10 mL, 0.76 mmol) and triemylamine (0.35 mL, 2.52 mmol). The final crude 
product was purified by preparative HPLC (30-80% acetonitrile to H 2 0, 30 min.) (0.010 g, 5 
% yield): 'H NMR (DMSO-d 6 ) 6 10.37 (s, 1H), 8.68 (br s, 1H), 8.07 (d, 1H), 7.95 (br s, 
2H), 7.80 (d, 2H), 7.69 (br s, 1H), 7.30 (m, 5H), 3.69 (s, 2H); ES-MS (m/z) 395 [M+l] + . 



25 



EXAMPLE 378 

N-[4-(5-(lH-l,2,4-TPJLAZOI^3-YL)(lH-INDAZOI^3-YL))PHENYL]-2- 

METHOXYACET AMIDE 



30 



35 
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The title compound was prepared as described in Example 376, using 4-{l- 
perhydro-2H-pyran-2-yl-5-[l-(triphenylme 
15 yl}phenylamine (0.302 g, 0.50 mmol) in tetrahydrofuran (4.5 mL) was added methoxyacetyl 
chloride (0.07 mL, 0.75 mmol) and triethylamine (0.35 mL, 2.52 mmol). The final crude 
product was purified by preparative HPLC (5-100% acetonitrile to H 2 0, 30 min.) (0.015 g, 9 
% yield): ! H NMR (CD30D) 6 8.75 (d, 1H), 8.40 (s, 1H), 8.10 (dd, 1H) 5 8.02 (d, 2H), 7.83 
(d, 2H), 7.68 (dd, 1H), 4,09 (s, 2H), 3.52 (s, 3H); ES-MS (m/z) 349 [M+l] + . 

20 

EXAMPLE 379 

N-[4-(5-(l H-l ,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL]-2- 

(DIMETHYLAMINO)ACET AMIDE 

H 




X CH 3 



The title compound was prepared as described in Example 379, using 4-{l 
35 perhydro-2H-pyran-2-yl-5-[l -(t^ 

-355- 



3NSDOCID: <WO 0210137A3_IA> 



WO 02/010137 PCT/USO 1/23890 
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yl}phenylamine (0.304 g, 0.50 mmol) in methylene chloride (3 mL) was added N,N- 
dimethylglycine hydrochloride (0.137 g, 0.98 mmol), 1-hydroxybenzotriazole (0.081 g, 0.60 
mmol), and 1 -ethyl-(3-dimethylaminopropyl) carbodiimide hydrochloride (0.115 g, 0.60 
mmol). The final crude product was purified by preparative HPLC (10-70% acetonitrile in 
5 H 2 0, 20 min.) (0.029 g, 16 % yield): 'H NMR (DMSO-dg) 6 14.3 (br s, 1H), 13.38 (br si 
1H), 9.91 (s, 1H), 8.69 (s, 1H), 8.08 (d, 1H), 7.95 (d, 2H), 7.87 (d, 2H), 7.68 (d, 1H), 3.12 
(s, 2H), 2.30 (s, 6H); ES-MS (m/z) 362 [M+l] + . 

EXAMPLE 380 

0 [4-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-E^DAZOL-3- 

YL))PHENYL] (METHYLSULFONYL) AMINE 



15 



HN 



20 




The title compound was prepared as described in Example 376, using 4-{l-perhydro- 
2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)(l ,2,4-triazol-3-yl)]-lH-indazol-3-yl}phenylamine 
(0.258 g, 0.43 mmol) in tetrahydrofuran (4.5 mL) was added methanesulfonyl chloride (0.05 
25 mL, 0.64 mmol) and triethylamine (0.30 mL, 2.14 mmol). The final crude product was 
purified by preparative HPLC (10-100% acetonitrile to H 2 0, 20 min.) (0.042 g, 28 % yield): 
'H NMR (CD30D) 6 7.93 (dd, 1H), 8.54 (br s, 1H), 8.29 (dd, 1H), 8.20 (m, 2H), 7.87 (dd, 
1H), 7.62 (m, 2H), 3.23 (s, 3H); ES-MS (m/z) 355 [M+l] + . 

30 EXAMPLE 381 

[3-(5-(lH-l,2,4-TRIAZOI^3-YL)(lH-INDAZOL-3-YL))PHENYL]-N-(2- 

METHOXYETHYL) C ARB OXAMDDE 



35 
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5 




A. 3 -Bromo- 1 -perhvdro-2H-pvran-2-vl- 1 H-indazole-5-carboxamide 

The title compound was prepared by adding the 3-bromo-l-perhydro-2H- 
10 pyran-2-yl-lH-indazole-5-carbonitrile (15.20 g, 49.65 mmol), ethanol (130 mL), 30% 
hydrogen peroxide (aqueous) (130 mL), and 6 N sodium hydroxide (aqueous) (9 mL) to a 2 
liter round bottom flask. This mixture was heated at 50°C for 1 hour, and removed from the 
heat to allow to cool to room temperature. The pH was adjusted to -3 by adding 6*N 
hydrochloride solution (aqueous) resulting in a precipitate. This precipitate was filtered and 
1 5 washed with water (15.13 g, 94%): ES-MS (m/z) 324 [M+l] + . 

B. 2-( 5-(lH-L2 .4-Triazol-3-vlV3-bromo- 1 H-inda2olvl)perhvdro-2H-pyran 

The title compound was prepared by reacting 3-bromo-l -perhydro-2H-pyran- 
2-yl-lH-indazole-5-carboxamide (15.13 g, 46.67 mmol) with N,N-dimethylformamide 

20 dimethyl acetal (134 mL) and heating to 80°C for 3 hours. The reaction was allowed to cool 
to room temperature, and condensed to a brown oil that was exposed to atmospheric 
conditions minimally. To the crude oil was added glacial acetic acid (220 mL) and hydrazine 
(23 mL), and then the mixture was heated to 1 15°C for 1.5 hours. The reaction was allowed 
to cool to room temperature, and subsequently added to water (500 mL) resulting in the 

2 ^ formation of a white precipitate which was filtered and dried in a vacuum oven (15.05 g, 
93% yield): ES-MS (m/z) 350 [M+l] + . 

C. 2- (3-Bromo-5-n -( triphenvlmethvlV 1 .2,4-triazol-3-vni-lH-indazolvU -perhvdro-2H- 
pvran 

30 



35 
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2-(5-(lH-l,2,4-Triazol-3-yl)-3-bromo-m-ind^^^ 

10 (15.05 g, 43.22 mmol), triphenylmethyl chloride (19.54 g, 70.09 mmol), and triethylamine 
(9.9 mL, 71.02 mmol) was taken up in pyridine (115 mL) and heated at 50°C overnight. The 
reaction was quenched with methanol (10 mL), cooled to room temperature, and condensed. 
The brown oil was dissolved in ethyl acetate and washed with sodium bicarbonate*(saturated 
aqueous). Upon sonication in a ultrasonic bath a white to yellow precipitate formed that was 

^ filtered and washed with 10% ethyl acetate in hexanes. The precipitate was dried in a 
vacuum oven overnight (23.80 g, 93% yield): ES-MS (m/z) 590 [M+l]\ 

D. Methyl 3- (1 -perhvdro-2H-pvran-2-vl-5-r 1 -( trinhenvlmethvlV 1 ,2 .4-triazol-3-vl)1- 1 H- 
indazol-3 -vl I benzoate 

The title compound was prepared as described for Example 375 A. 

E. r3-(5-nH-L2^Triazol-3^vniH^indazol^3-vDphenvll-N>r2> 
methoxvethvDcarboxamide 

25 



20 




30 

The title compound was prepared by dissolving methyl 3- { 1 -perhydro-2H- 
pyran-2-yl-5-[l -(triphenylmethyl)(l ,2,4-triazol-3-yl)]-lH-indazol-3-yl}benzoate (0.403 g, 
0.62 mmol) and lithium hydroxide (0.052 g, 2.17 mmol) in tetrahydrofuran (3 mL) and water 
(2 mL). This reaction mixture was heated to 50°C reacted overnight. The reaction was 
35 monitored by thin layer chromatography (100% ethyl acetate). To this reaction, 1- 
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hydroxybenzotriazole (0.256 g, 1.89 mmol), l-ethyl-(3-dimethylaminopropyl) carbodiimide 
hydrochloride (0.369 g, 1.92 mmol), and 2-methoxyethylamine (0.16 mL, 1.87 mmol) were 
added and allowed to stir overnight at room temperature. The reaction was then diluted with 
ethyl acetate and washed with a 1 :1 solution of sodium chloride (saturated aqueous): sodium 
^ bicarbonate (saturated aqueous) and partitioned. The aqueous layer was extracted with ethyl 
acetate (2x), and the organic layers were combined, dried with sodium sulfate, filtered, and 
condensed. The crude solid was subsequently taken up in 4 N hydrochloride solution in 
dioxane (8 mL), and stirred at 50°C overnight. The reaction was quenched by adding the 
mixture dropwise to sodium bicarbonate (saturated aqueous) (100 mL). The mixture was 
1 0 then extracted with ethyl acetate (3x), and the organics combined, dried with sodium sulfate, 
filtered, and condensed. The compound was purified by preparative HPLC (10-80% 
acetonitrile in H 2 0, 20 min.) (0.019 g, 9 % yield): *H NMR (CD 3 OD) 8 8.74 (s, 1H), 8.41 (t, 
1H), 8.25 (br s, 1H), 8.15 (dt, 1H), 8.07 (d, 1H), 7.86 (dt, 1H), Z63 ( dd, 2H), 3.5fr(s, 4H), 
3.35 (s, 3H); ES-MS (m/z) 363 [M+l] + . 

15 

EXAMPLE 382 
[3-(5-(l H-l ,2,4-TRIAZ01^3-YL)(lH-IN^ 



20 




25 

The title compound was prepared as described in Example 381, using methyl 
3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)( 1 ,2,4-triazol-3-yl)] - 1 H-indazol-3- 
yl}benzoate (0.407 g, 0.63 mmol) and lithium hydroxide (0.065 g, 2.17 mmol) in 
tetrahydrofuran (3 mL) and water (2 mL); 1 -hydroxybenzotriazole (0.255 g, 1.89 mmol), 

30 aniline (0.172 mL, 1.89 mmol), l-ethyl-(3-dimethylaminopropyl) carbodiimide hydrochloride 
(0.362 g, 1.89 mmol), and additional tetrahydrofuran (2 mL); 4 N hydrochloride solution in 
dioxane (10 mL). The final crude product was purified by preparative HPLC (10-80% 
acetonitrile in H 2 0, 20 min.) (0.007 g, 3 % yield over 3 steps): >H NMR (CD30D) 6 8.82 (s, 
1H), 8.56 (t, 1H), 8.38 (br s, 1H), 8.25 (dt, 1H), 8.12 (d, 1H), 8.01 (dt, 1H), 7.73 (m, 4H), 

35 7.38 (t, 2H), 7.17 (t, 1H); ES-MS (m/z) 381.0 [M+l] + . 
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EXAMPLE 383 

[3-(5^1H-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL]-N-(2- 

PHENETHYL)CARBOXAMTOE 



10 




The title compound was prepared as described in Example 381, using methyl 
3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)(l ,2,4-triazol-3-yl)]- lH-indazol-3- 
yl}benzoate (0.405 g, 0.63 mmol) and lithium hydroxide (0.061 g, 2.04 mmol) in 

" tetrahydrofuran (3 mL) and water (2 mL); 1-hydroxybenzotriazole (0.256 g, 1.89 mmol), 
phenethylamine (0.239 mL, 1.89 mmol), l-ethyl-(3-dimethylaminopropyl) carbodiimide 
hydrochloride (0.363 g, 1.89 mmol), and additional tetrahydrofuran (2 mL); 4 N 
hydrochloride solution in dioxane (10 mL). The final crude product was purified by 
preparative HPLC (10-90% acetonitrile to H 2 0, 20 min.) (0.020 g, 8 % yield over 3 steps): 

20 'H NMR (CD 3 OD) 6 8.77 (s, 1H), 8.40 (br s, 1H), 8.39 (s, 1H), 8.19 (d, 1H), 8.13 (d,TH), 
7.85 (d, 1H), 7.67 (m, 2H), 7.27 (m, 4H), 7.14 (m, 1H), 3.66 (t, 2H), 2.97 (t, 2H); ES-MS 
(m/z) 409 [M+l] + . 

EXAMPLE 384 

25 [3-(5-( 1 H- 1 ,2,4-TRIAZOL-3-YL)(l H-INDAZOL-3-YL))PHENYL-N-(2- 

PIPERID YLETHYL)C ARB OXAMIDE 



30 



35 
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The title compound was prepared as described in Example 381, using methyl 
3- { 1 -perhydro-2H-pyran-2-yl-5-[H^ 

yl}benzoate (0.402 g, 0.62 mmol) and hthium hydroxide (0.083 g, 1.98 mmol) in 
tetrahydrofuran (3 mL) and water (2 mL); 1-hydroxybenzotriazole (0.255 g, 1.89 mmol), 1- 
(2-aminoethyl)piperidine (0.267 mL, 1 .87 mmol), l-emyl-(3-dimemylaminopropyl) 
carbodiimide hydrochloride (0.361 g, 1.88 mmol), and additional tetrahydrofuran (2 mL); 4 
15 N hydrochloride solution in dioxane (10 mL). The final crude product was purified by 
preparative HPLC (10-90% acetonitrile in H z O, 20 min.) (0.072 g, 28 % yield over 3 steps): 
'HNMR (CD 3 OD) 6 8.80 (dd, 1H), 8.47 (t, 1H), 8.24 (s, 1H), 8.21 (dt, 2H), 8.13 (dd. 1H), 
7.91 (dt, 1H), 7.67 (d, 2E& 3.62 (t, 2H), 2.65 (t, 2H), 2.55 (br s, 4H), 1.63 (m, 4H), 1.48 (d, 
2H); ES-MS (m/z) 416 [M+l] + . 

20 

EXAMPLE 385 

3-{3-|>J-(2-PIPERIDYLETHYL)CAI^AMOYL]PHENYL}-lH-INDAZOLE-5- 

CARBOXAMIDE 



25 



H 2 N 



30 




A. 



Methyl S-rS-carbamovl-l-p erh ydro^H-Dvran^-vl-lH-indazol-^-vl^ Pn^nat,. 

The title compound was prepared as described in Example 381, using 3- 
bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carboxarnide (5.007 g, 15.54 mmol), in 
35 ethylene glycol dimethyl ether (77 mL), 3-methoxycarbonylphenyl boronic acid (4.175 g, 
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23.20 mmol), [l,r-bis(diphenylphosphino-ferrocene] complex with dichloromethane (1:1) 
(1.105 g, 1.35 mmol) and potassium phosphate ( 16.408 g, 77.29 mmol) (1.190 g, 20% 
yield): ES-MS (m/z) 380 [M+l] + . 

B. 3 - ( 3-[N-( 2-Piperidvlethvl)carbamovl1phenvl 1-1 H-indazole-5-carboxamide 



10 




15 

The title compound was prepared as described in Example 381 E, using •• 
methyl 3-(5rcarbamoyl-l-perhydro-2H-pyran-2-yl-lH-indazol-3-yl)benzoate (0.297 g, 0.78 
mmol) and hthium hydroxide (0.102 g, 2.43 mmol) in tetrahydrofuran (2.5 mL) and water (2 
mL); 1 •hydroxy-7-azabenzotriazole (0.325 g, 2.39 mmol), l-(2-aminoethyl)piperidine (0..335 

20 mL, 2.39 mmol), l-ethyl-(3-d!imemylaminopropyl) carbodiimide hydrochloride (0.452 g, 2.35 
mmol), and additional tetrahydrofuran (2 mL); 4 N hydrochloride solution in dioxane (10 
mL). The final crude product was purified by preparative HPLC (5-40% acetonitrile to H 2 0, 
30 min.) (0.025 g, 8 % yield over 3 steps): 'H NMR (CD 3 OD) 5 8.71 (s, 1H), 8.47 (t, 1H), 
8.19 (dt, 1H), 8.01 (dd, 1H), 7.91 (dt, 1H), 7.66 (t, 2H), 3.62 (t, 2H), 2.65 (t, 2H), 2.57 (br 

25 s, 4H), 1.65 (m, 4H), 1.51 (d, 2H); ES-MS (m/z) 392.4 [M+l] + . 



EXAMPLE 386 

[3-(5-(lH-l,2,4-TPOAZOL-3-YL)(lH-Il^AZOI^3-YL))PHENYL-N-(2-MORPHOLIN-4- 

YLETHYL)C ARB OXAMIDE 

30 



35 
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The title compound was prepared as described in Example 381, using methyl 3 - { 1 - 
perhydro-2H-pyran-2-yl-5-[l-(^ 

yl}benzoate (0.595 g, 0.92 mmol) and lithium hydroxide (0.069 g, 2.87 mmol) in 
tetrahydrofuran (3 mL) and water (2 mL); 1-hydroxybenzotriazole (0.373 g, 2.76 mmol), 4- 
(2-aminoethyl)morphohne (0.362 mL, 2.76 mmol), l-ethyl-(3-dimethylaminopropyl) 

15 carbodiimide hydrochloride (0.535 g, 2.79 mmol), and additional tetrahydrofuran (2 mL); 4 
N hydrochloride solution in dioxane (10 mL). The final crude product was purified by 
preparative HPLC (10-90% acetonitrile in H 2 0, 20 min.) (0.030 g, 8 % yield over 3 steps): 
'H NMR (CD 3 OD) 6 8.82 (t, 1H), 8.47 (t, 1H), 8.29 (s, 1H), 8.22 (dt, 1H), 8.14 (dd, 1H), 
7.92 (dt, 1H), 7.67 (t, 2H), 3.70 (t, 4H), 3.62 (t, 2H), 2.67 (t, 2H), 2.58 (t, 4H); ES-MS 

20 (m/z)418 [M+l] + . 



25 



EXAMPLE 387 

[3-(5-(lH-l,2,4-Tia^OL-3-YL)(lH-]NDAZOI^3-YL))PHENYL-N- 

CYCLOHEXYLCARBOXAMIDE 



30 




The title compound was prepared as described in Example 381, using methyl 
35 3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)(l ,2,4-triazol-3-yl)]-lH-indazol-3- 
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yl}benzoate (0.401 g. 0.62 mmol) and lithium hydroxide (0.046 g, 1:92 mmol) in 
tetrahydrofuran (3 mL) and water (2 mL); 1-hydroxybenzotriazole (0.252 g, 1.86 mmol), 
cyclohexylamine (0.213 mL, 1.86 mmol), l-ethyl-(3-dimethylaminopropyl) carbodiimide 
hydrochloride (0.357 g, 1 .S6 mmol), and additional tetrahydrofuran (2 mL); 4 N 
hydrochloride solution in dioxane (10 mL). The final crude product was purified by 
preparative HPLC (10-90% acetonitrile to H z O, 20 min.) (0.015 g, 6 % yield over 3 steps): 
*H NMR (CDjOD) 6 8.79 (s, 1H), 8.43 (t, 1H), 8.40 (br s, 1H), 8.19 (dt, 1H), 8.12 (d, 1H), 
7.88 (dt, 1H), 7.70 (d, 1H), 7.65 (t, 1H), 3.92 (br s, 1H), 2.01 (m, 2H), 1.83 (m, 2H), 1:71 
(d, 1H), 1.43 (m, 4H), 1.25 (m, 1H); ES-MS (m/z) 387 [M+l] + . 

EXAMPLE 388 

[3-(5-( 1H-1 ,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL-N- 

CYCLOPENTYLCARBOXAMIDE 



15 

H 




The title compound was prepared as described in Example 381, using methyl 
3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)(l ,2,4-triazol-3-yl)]-lH-indazol-3- 
yl}benzoate (0.402 g, 0.62 mmol) and lithium hydroxide (0.045 g, 1.88 mmol) in 

25 

tetrahydrofuran (3 mL) and water (2 mL); 1-hydroxybenzotriazole (0.253 g, 1.87 mmol), 
cyclopentylamine (0.184 mL, 1.87 mmol), l-ethyl-(3-dimethylaminopropyl) carbodiimide 
hydrochloride (0.360 g, 1 .88 mmol), and additional tetrahydrofuran (2 mL); 4 N 
hydrochloride solution in dioxane (10 mL). The final crude product was purified by 
preparative HPLC (10-90% acetonitrile to H 2 0, 20 min.) (0.012 g, 5 % yield over 3 steps): 
30 'H NMR (CD 3 OD) 6 8.80 (s, 1H), 8.44 (s, 1H), 8.20 (d, 1H), 8.13 (d, 1H), 7.89 (dd, 1H), 
7.70 (d, 1H), 7.66 (t, 1H), 3.60 (m, 1H), 2.07 (m, 2H), 1.82 (m, 2H), 1.68 (m, 4H); ES-MS 
(m/z) 373 [M+l] + . 

EXAMPLE 389 

35 
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[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL-N-(4- 

FLUOROPHENYL)CARBOXAMIDE 




10 



The title compound was prepared as described in Example 381, using methyl 

3-{l-perhydro-2H-pyran-2-yl-5-[l<triphenylmemyl)(l,2 5 4-triazol-3-ylM 
yl}benzoate (0.400 g, 0.62 mmol) and hthium hydroxide (0.046 g, 1 .92 mmol) in 

tetrahydrofuran (3 mL) and water (2 mL); 1-hydroxybenzotriazole (0.254 g, 1.88 mmol), 4- 
flouroaniline (0.176 mL, 1.86 mmol), l-emyl-(3-dimemylaminopropyl) carbodiimide 
15 hydrochloride (0.361 g, 1.88 mmol), and additional tetrahydrofuran (2 mL); 4 N 
hydrochloride solution in dioxane (1 0 mL). The final crude product was purified by 
preparative HPLC (30-80% acetonitrile in H z O, 20 min.) (0.017 g, 7 % yield over 3 steps): 
! H NMR (CD 3 OD) 6 8.82 (dd, 1H), 8.57 (t, 1H), 8.37 (s, 1H), 8.26 (dt, 1H), 8.13 (dd, 1H), 
8.01 (dt, 1H), 7.75 (m, 4H), 7. 13 (t, 2H); ES-MS (m/z) 399 [M+l] + . 



20 



EXAMPLE 390 
[3K5-(lH-l,2,4-TMAZOI^3-YL)(lH-I^ 

PIPERIDYL)]ETHYLCARBOXAMIDE 



25 




WO 02/010137 



PCT/US01/23890 



The title compound was prepared as described in Example 381, using methyl 
3- { 1 -perhydro-2H-pyran-2-yl-5- [ 1 -(triphenylmethyl)( 1 ,2,4-triazol-3 -yl)]- 1 H-indazol-3- 
yl}benzoate (0.800 g, 1.24 mmol) and lithium hydroxide (0.090 g, 3.76 mmol) in 
tetrahydrofuran (4 mL) and water (2 mL); 1-hydroxybenzotriazole (0.506 g, 3.74 mmol), 4- 
(2-aminoethyl)-l-benzylpiperidine (0.820 mL, 3.72 mmol), l-ethyl-(3-dimethylaminopropyl) 
carbodiimide hydrochloride (0.716 g, 3.74 mmol), and additional tetrahydrofuran (4 mL); 4 
N hydrochloride solution in dioxane (15 mL). The final crude product was purified by 
preparative HPLC (10-90% acetonitrile in H 2 0, 20 min.) (0.007 g, 1 % yield over 3 steps): 
*H NMR (CD 3 OD) 8 8.80 (s, 1H), 8.43 (t, 1H), 8.38 (s, 1H), 8.21 (dt, 1H), 8.13 (dd, 1H), 
7.89 (dt, 1H), 7.68 (m, 2H), 7.33 (m, 5H), 3.62 (s, 2H), 3.49 (t, 2H), 2.99 (d, 2H), 2.17 (t, 
2H), 1.85 (d, 2H), 1.62 (dd, 2H), 1.40 (m, 3H); ES-MS (m/z) 506 [M+l] + . 

EXAMPLE 391 

[3<5KlH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL-N-((lR,2R)-2- 

PHENYLCYCLOPROPYL)CARBOXAMlbE 



20 




O 



The title compound was prepared as described in Example 381, using methyl 
3 - { 1 -perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)( 1 ,2,4-triazol-3-yl)]- 1 H-indazol-3- 
yl}benzoate (0.600 g, 0.93 mmol) and lithium hydroxide (0.067 g, 2.79 mmol) in 
tetrahydrofuran (4 mL) and water (2 mL); 1-hydroxybenzotriazole (0.380 g, 2.81 mmol), 
/raws-2-phenylcyclopropylamine hydrochloride (0.474 g, 2.79 mmol), l-ethyl-(3- 
dimethylaminopropyl) carbodiimide hydrochloride (0.540 g, 2.81 mmol), and additional 
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tetrahydrofuran (4 mL); 4 N hydrochloride solution in dioxane (12 mL). The final crude 
product was purified by precipitation from hexanes in ethyl acetate (0.046 g, 12 % yield over 
3 steps): 'H NMR (CD 3 OD) 6 S.99 (d, 1H), 8.79 (s, 1H), 8.47 (t, 1H), 8.21 (dt, 1H), 8.12 
(d, 1H), 7.92 (dt, 1H), 7.68 (dd, 2H), 7.23 (m, 5H), 3.11 (m, 1H), 2.24 (m, 1H), 1.37 (m, 
5 2H); ES-MS (m/z) 421 [M+l ] + . 

EXAMPLE 392 

[3-(5-( 1 H-l ,2 ATRIAZOLO-YL)(lH-INDAZOL-3-YL))PHENYL-N- 

CYCLOPROPYLCARBOXAMIDE 

10 



15 




The title compound was prepared as described in Example 381, using methyl 
3-{l-perhydro-2H-pyi^-2-yl-5-[l-(triphenylmemyl)(l,2,4-triazol-3-yl)]-lH-indazol-3- 

20 yl}benzoate (0.405 g, 0.63 mmol) and lithium hydroxide (0.050 g, 2.09 mmol) in 

tetrahydrofuran (2.5 mL) and water (1.5 mL); 1-hydroxybenzotriazole (0.257 g, 1.90 mmol), 
cyclopropylamine (0.130 mL, 1.88 mmol), l-emyl-(3-dmiethylaminopropyl) carbodiimide 
hydrochloride (0.364 g, 1 .90 mmol), and additional tetrahydrofuran (2.5 mL); 4 N 
hydrochloride solution in dioxane (10 mL). The final crude product was purified by 

2* precipitation from hexanes in ethyl acetate (0.073 g, 34 % yield over 3 steps): 'H NMR 
(CD 3 OD) 6 8.79 (s, 1H), 8.43 (t, 1H), 8.40 (br s, 1H), 8.20 (dt, 1H), 8.12 (dd, 1H) 7.88 (dt, 
1H), 7.70 (dd, 1H), 7.66 (t, 1H), 2.92 (m, 1H), 0.85 (m, 2H), 0.72 (m, 2H); ES-MS (m/z) 
345 [M+l] + . 

30 

EXAMPLE 393 

[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL-N-(3- 

PYRIDYL)CARBOXAMIDE 

35 

-367- 



NSDOCID: <WO 0210137A3_1A> 



WO 02/010137 



PCT/USO 1/23890 



5 




The title compound was prepared as described in Example 381, using methyl 
1 0 3 - { 1 -perhydro-2H-pyran-2-yl-5-[ l-(triphenylmethyl)(l ,2,4-triazol-3-yl)]-lH-indazol-3- 
yl}benzoate (0.400 g, 0.62 mmol) and lithium hydroxide (0.045 g, 1.88 mmol) in 
tetrahydrofiiran (2.5 mL) and water (1.5 mL); 1-hydroxybenzotriazole (0.255 g, 1.89 mmol), 
3-aminopyridine (0.257 g, 2.73 mmol), l-ethyl-(3-dimethylaminopropyl) carbodiimide 
hydrochloride (0.357 g, 1.86 mmol), and additional tetrahydrofiiran (2.5 mL); 4 N 
^ hydrochloride solution in dioxane (10 mL). The final crude product was purified by 
precipitation from hexanes in ethyl acetate (0.045 g, 19 % yield over 3 steps): l H NMR 
(CD 3 OD) 6 9.02 (d, 1H), 8.87 (s, 1H), 8.62 (t, 1H), 8.30 (m, 3H), 8.18 (d, 1H), 8.03 (dt, 
1H), 7.98 (s, 1H), 7.74 (t, 1H) 7.61 dd, iH), 7.48 (m, 1H); ES-MS (m/z) 382 [M+l]\ 

20 EXAMPLE 394 

[3-(5-( 1 H- 1 ,2,4-TMAZOL-3-YL)(lH^ 

TETRAHYDRON APHTHYL) C ARB OXAMJDE 



25 




30 

The title compound was prepared as described in Example 381, using methyl 
3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)(l ,2,4-triazol-3-yl)]-lH-indazol-3- 
yl}benzoate (0.401 g, 0.621 mmol) and lithium hydroxide (0.048 g, 2.00 mmol) in 
tetrahydrofiiran (2.5 mL) and water (1.5 mL); 1-hydroxybenzotriazole (0.252 g, 1.86 mmol), 
35 1,2,3,4-tetrahydro-l-naphthylamine (0.288 mL, 1.96 mmol), l-ethyl-(3- . 
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dimethylaminopropyl) carbodiimide hydrochloride (0.360 g, 1.88 mmol), and additional 
tetrahydrofliran (2.5 mL); 4 N hydrochloride solution in dioxane (10 mL). The final crude 
product was purified by preparative HPLC (30-80% acetonitrile in H 2 0, 20 min.) (0.035 g, 
13 % yield over 3 steps): 'H NMR (CD 3 OD) 8 8.82 (s, 1H), 8.59 (s, 1H), 8.37 (br s, 1H), 
5 8.26 (dt, 1H), 8.12 (d, 1H), 8.04 (d, 1H), 7.72 (t, 2H), 7.24 (d, 1H), 7.15 (t, 1H), 7.05 (d, 
1H), 2.81 (m, 4H), 1 .81 (m, 4H); ES-MS (m/z) 435 [M+l] + . 

EXAMPLE 395 

[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-]]^AZOL-3-YL))PHENYL-N-[l-BENZYL(4- 
0 PIPERJDYL)]CAJRBOXAMIDE 



15 




20 

The title compound was prepared as described in Example 381, using methyl 
3- { 1 -perhydro-2H-pyran-2-yl-5-[l -(tf pheny 

yl}benzoate (0.401 g, 0.62 mmol) and lithium hydroxide (0.049 g, 2.05 mmol) in 
tetrahydrofuran (2.5 mL) and water (1.5 mL); 1-hydroxybenzotriazole (0.254 g, 1.88 mmol), 

25 4-amino-l-benzylpiperidine (0.380 mL, 1.86 mmol), l-emyl-(3-dimemylaminopropyl) 
carbodiimide hydrochloride (0.360 g, 1.88 mmol), and additional tetrahydrofuran (2 mL); 4 
N hydrochloride solution in dioxane (10 mL). The final crude product was purified by 
precipitation from hexanes in ethyl acetate (0.040 g, 13 % yield over 3 steps): 'H NMR 
(CD 3 OD) 8 8.80 (dd, 1H), 8.44 (t, 1H), 8.36 (br s, 1H), 8.20 (dt, 1H), 8.12 (dd, 1H), 7.89 

30 (ddd, 1H), 7.70 (dd, 1H), 7.66 (t, 2H), 7.34 (m, 5H), 3.98 (m, 1H), 3.64 (s, 2H), 3.02 (d, 
2H), 2.30 (t, 2H), 2.01 (d, 2H), 1.77 (m, 2H); ES-MS (m/z) 478 [M+l] + . 

EXAMPLE 396 

[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-lNDAZOL-3-YL))PHENYL-N-[l- 
35 BENZYLP YRROLIDIN-3-YL] CARBOXAMIDE 
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O 



The title compound was prepared as described in Example 381, using methyl 
3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)(l ,2,4-triazol-3-yl)]- lH-indazol-3- 
yl}benzoate (0.402 g, 0.62 mmol) and lithium hydroxide (0.048 g, 2.00 mmol) in 
tetrahydroruran (2.5 mL) and water (1.5 mL); 1-hydroxybenzotriazole (0.254 g, 1.88 mmol), 
l-benzyl-3-aniinopyrrohdine (0.336 g, 1.91 mmol), l-emyl-(3-dimemylaminopropyl) 
carbodiimide hydrochloride (0.359 g, 1.87 mmol), and additional tetrahydrofuran (2 mL); 4 
N hydrochloride solution in dioxane (10 mL). The final crude product was purified by 
precipitation from hexanes in ethyl acetate (0.015 g, 5 % yield over 3 steps): 'H NMR 
(CD 3 OD) 8 8.79 (dd, 1H), 8.46 (t, 1H), 8.36 (s, 1H), 8.20 (dt, 1H), 8.13 (dd, 1H), 7.90 (dt, 
1H), 7,71 (dd, 1H), 7.66 (t, 1H), 7.33 (m, 5H), 4.62 (m, 1H), 3.73 (d, 2H), 3.00 (dd, 1H), 
2.88 (m, 1H), 2.67 (m, 2H), 2.40 (m, 1H), 1 .92 (m, 1H); ES-MS (m/z) 464 [M+l] + . 



EXAMPLE 397 

[3-(5KlH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL-N- 

(METHYLETHYL)CARBOXAMIDE 

25 




O 



The title compound was prepared as described in Example 381, using methyl 
3-{l-perhydro-2H-pvran-2-yl-5-[l-(triphenylmemyl)(l,2,4-triazol-3-yl)]-m 
yl}benzoate (0.402 g, 0.62 mmol) and lithium hydroxide (0.046 g, 1 .92 mmol) in 
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tetrahydrofuran (2.5 mL) and water (1.5 mL); 1-hydroxybenzotriazole (0.255 g, 1.89 mmol), 
isopropylamine (0.159 mL, 1.87 mmol), l-ethyl-(3-dimethylaminopropyl) carbodiimide 
hydrochloride (0.360 g, 1.88 mmol), and additional tetrahydrofuran (2 mL); 4 N 
hydrochloride solution in dioxane (10 mL). The final crude product was purified by 
5 precipitation from hexanes in ethyl acetate (0.060 g, 28 % yield over 3 steps): *H NMR ' 
(CD 3 OD) 6 8.79 (dd, 1H), 8.43 (t, 1H), 8.39 (br s, 1H), 8.19 (dt, 1H), 8.11 (dd, 1H), 7.88 
(dt, 1H), 7.70 (dd, 1H), 7.65 (t, 1H), 4.27 (m, 1H), 1.30 (d, 6H); ES-MS (m/z) 347 [M+lf. 

■ 

EXAMPLE 398 

10 [3-(5-( 1 H- 1 ,2,4-TRIAZOL-3-YL)( 1 H-IND AZOL-3- YL))PHENYL-N- 

C YCLOBUTYLC ARB OXAMIDE 



H 



15 




The title compound was prepared as described in Example 381, using methyl 
3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)(l ,2,4-triazol-3-yl)]-lH-indazol-3- 
yl}benzoate (0.647 g, 1.00 mmol) and lithium hydroxide (0.073 g, 3.05 mmol) in 
tetrahydrofuran (3.5 mL) and water (2 mL); 1-hydroxybenzotriazole (0.406 g, 3.00 mmol), 
cyclobutylamine (0.256 mL, 3.00 mmol), l-ethyl-(3-dimethylaminopropyl) carbodiimide 
hydrochloride (0.575 g, 3.00 mmol), and additional tetrahydrofuran (2 mL); 4 N 
hydrochloride solution in dioxane (10 mL). The final crude product was purified by 
precipitation from hexanes in ethyl acetate (0.023 g, 6 % yield over 3 steps): 'H NMR 
(CD 3 OD) 6 9.29 (s, 1H), 8.85 (d, 1H), 8.48 (t, 1H), 8.20 (dt, 1H), 8.09 (dd, 1H), 7.92 (dt, 
1H), 7.83 (dd, 1H), 7.68 (t, 1H), 4.57 (m, 1H), 2.37 (m, 2H), 2.17 (m, 2H), 1.82 (m, 2H); 
ES-MS (m/z) 359 [M+lf . 

EXAMPLE 399 
[3-(5-(lH-l,2,4-TRIAZOI^3-YL)(lH-I^ 

PYRIDYL)CARBOXAMIDE 
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The title compound was prepared as described in Example 381, using methyl 
3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)(l ,2,4-triazol-3-yl)]-lH-indazol-3- 

10 yl}benzoate (0.499 g, 0.773 mmol) and lithium hydroxide (0.057 g, 2.38 mmol) in 

tetrahydrofuran (2 mL) and water (1 .5 mL); Coupling was performed after volatiles were 
removed with 0-benzotriazol-lyl-N,N,N',N -tetramethyluronium hexaflourophosphate 
(0.326 g, 0.859 mmol) : 4-aminopyridine (0.085 g, 0.903 mmol), and M^dimethylformamide 
(4 mL); 4 N hydrochloride solution in dioxane (10 mL). The final crude product was purified 

15 by precipitation from hexanes in ethyl acetate (0.023 g, 6 % yield over 3 steps): *H NMR 
(CD 3 OD) 8 8.85 (s, 1H), 8.59 (t, 1H), 8.47 (dd, 2H), 8.30 (d, 1H), 8.24 (s, 1H), 8.15 (dd, 
1H), 8.03 (dt, 1H), 7.92 (dd, 2H), 7.74 (t, 1H), 7.68 (d, 1H); ES-MS (m/z) 382 [M+l] + . 



20 



EXAMPLE 400 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N-(2. 

HYDROXYETHYL) C ARB OXAMEDE 



25 



HO 




A. r3-(4-FluorophenvnriH-indazol-5-vni-N-r2-hvdroxve1favl)carboxamide 

The title compound was prepared as described in Example 76. To a solution 

30 of 3-(4-fluorophenyl)-lH-indazole-5-carboxylic acid (0.200 g, 0.781 mmol) in 

tetrahydrofuran (5 mL) was added 1-hydroxybenzotriazole hydrate (0.316 g, 2.34 mmol) 
followed by l-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.449 g, 2.34 
mmol), ethanolamine (0.141 mL, 2.34 mmol) and N,N-dimethylformamide (2 mL). The 
solution was stirred for 16 h at room temperature. Water (40 mL) was added and the solid 

J J was filtered and dried in a vacuum oven which gave the title compound (0.161 g, 69% yield): 
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'H NMR (DMSO-d 6 ) 8 13.45 (s, 1H), 8.61 (t, 1H), 8.56 (s, 1H), 8.08 (AB quartet, 2H), 7.93 
(dd, 1H), 7.62 (d, 1H), 7.40 (t, 2H), 4.76 (t, 1H), 3.54 (q, 2H), 3.80 (q, 2H); ES-MS (m/z) 
300 [M+l] + . 



10 



EXAMPLE 401 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N-(3 

HYDROXYPROP YL) C ARB OXAMIDE 



15 




A. f3-(4-FluorophenvlVlH-indazol-5-vn]-N-f3-hvdroxwopvncarboxamide 

The title compound was prepared as described in Example 76. To a solution 

of 3-(4-fluorophenyl)-lH-indazole-5-carboxylic acid (0.200 g, 0.781 mmol) in 
^ tetrahydrofuran (5 mL) was added 1-hydroxybenzotriazole hydrate (0.316 g, 2.34 mmol) 

followed by l-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.449 g, 2.34 

mmol), 3-amino-l-propanol (0.178 mL, 2.34 mmol) and N,N-dimethylformamide (2 mL). 

The solution was stirred for 16 h at room temperature. Water (40 mL) was added and the 

solid was filtered and dried in a vacuum oven to give the title compound (0.192 g, 78% 
25 yield): J H NMR (DMSO-d 6 ) 8 13.45 (s, 1H), 8.59 (t, 1H), 8.53 (s, 1H), 8.08 (AB quartet, 

2H), 7.91 (dd, 1H), 7.62 (d, 1H), 7.40 (t, 2H), 4.50 (t, 1H), 3.48 (q, 2H), 3.36 (q, 2H), 1.71 

(pentet, 2H); ES-MS (m/z) 314 [M+l] + . 

EXAMPLE 402 

30 SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N-(2- 

METHOXYETHYL)CARBOXAMIDE 



35 
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A. r3-(4-FluorophenviyiH-inda2ol-5-vni-N>(2-methoxvethvl)carboxamide 

The title compound was prepared as described in Example 76. To a solution 

10 of 3-(4-fluorophenyl)-lH-indazole-5-carboxylic acid (0.200 g, 0.781 mmol) in 

tetrahydrofuran (5 mL) was added 1-hydroxybenzotriazole hydrate (0.316 g, 2.34 mmol) 
followed by l-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.449 g, 2.34 
mmol), 2-methoxyethylamine (0.203 mL, 2.34 mmol) and N,N-dimethylfoimamide (2 mL). 
The solution was stirred for 16 h at room temperature. Water (40 mL) was added and the 

^ reaction mixture was extracted with ethyl acetate. The combined organic layers were dried 
over anhydrous sodium sulfate, filtered and evaporated. The residue was purified by 
preparative HPLC (10-90% acetonitrile/water). The pure fractions were made basic with . 
ammonium hydroxide, and the solution evaporated under reduced pressure, diluted with 
water and filtered to give the title compound (0.162 g, 66% yield): 'H NMR (DMSO-d 6 ) 8 

20 13.45 (s, 1H), 8.70 (t, 1H), 8.56 (s, 1H), 8.08 (AB quartet, 2H), 7.92 (dd, 1H), 7.63 (d, 1H), 
7.40 (t, 2H), 3.49 (s, 3H), 3.34 (m, 2H), 3.28 (s, 2H); ES-MS (m/z) 314 [M+l]\ 



EXAMPLE 403 

25 SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N-(OXOLAN-.2. 

YLMETHYL)CARBOXAMIDE 



30 




A. [3-( 4-Fluorophenvl Y 1 H-indazol-5-vn"l"N-(oxolan-2-vlmethvncarboxamide 

The title compound was prepared as described in Example 76. To a solution 
35 of 3-(4-fluorophenyl)-lH-indazole-5-carboxylic acid (0.200 g, 0.781 mmol) in 
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tetrahydrofuran (5 mL) was added 1-hydroxybenzotriazole hydrate (0.316 g, 2.34 mmol) 
followed by l-(3-dimethylaminopropyl)»3-ethylcarbodiimide hydrochloride (0.449 g, 2.34 
mmol), tetrahydroflirfurylamine (0.242 mL, 2.34 mmol) and N ? N-dimethylformamide (2 mL). 
The solution was stirred for 16 h at room temperature. Water (40 mL) was added and the 
5 reaction mixture was extracted with ethyl acetate. The combined organic layers were dried 
over anhydrous sodium sulfate, filtered and evaporated. The residue was purified by 
preparative HPLC (10-90% acetonitrile/water). The pure fractions were made basic with 
ammonium hydroxide, the solution evaporated under reduced pressure, diluted with water 

and filtered which gave the title compound (0.198 g, 74% yield): *H NMR (DMSO-d 6 ) 5 
10 13.43 (s, 1H), 8.71 (t, 1H), 8.56 (m, 1H), 8.08 (AB quartet, 2H), 7.92 (dd, 1H), 7.62 (dd, 

1H), 7.40 (t, 2H), 4.01 quartet, 1H), 3.79 (q, 1H), 3.63 (q, 1H), 3.36 (m, 2H), 1,97 (m, 1H), 

1.83 (m, 2H), 1.62 (m, 1H); ES-MS (m/z) 340 [M-hl] + . 

EXAMPLE 404 

1 5 SYNTHESIS OF 3-(2H,3H-BENZO[E] 1 ,4-DIOXIN-6-YL)-lH-INDAZOLE-5- 

CARBOXAMBDE 



20 




A. 3-(2H.3H-Benzofe1 1 .4-dioxin-6-vlVlH-indazole-5-carbonitrile 
25 The title compound was prepared as described in Example 405 using 3- 

bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.354 g, 1.15 mmol), in 
ethylene glycol dimethyl ether (20 mL), 2H,3H-benzo[e]l,4-dioxin-6-boronic acid (0.250 g, 
1.39 mmol), [l,l'-bis(diphenyl phospbino-ferrocene] complex with dichloromethane (1:1) 
(0.094 g, 0.1 1 mmol) and potassium phosphate (2.40 g, 1 1.5 mmol). Solvent was removed 
™ using a rotary evaporator and purification of the residue by column chromatography (silica 
gel, 20% ethyl acetate/hexanes) gave a solid. Methanol (30 mL) and aqueous 6 N 
hydrochloric acid (30 mL) were added to the solid and the mixture was heated at 45 °C for 5 
h. Water (30 mL) was added and the solid was filtered and dried in a vacuum oven to afford 
the title compound (0.230 g, 71% yield over 2 steps): ES-MS (m/z) 278 [M+l] + . 

35 
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B. 3-(2I K3H-Bcnzof el 1 ,4-dioxin-6-vlVlH-indazole-5-carboxamide 

A mixture of 3-(2H3H-benzo[e]l,4-dioxin-6-yl)-lH-indazole-5-carbonitrile 
(0.230 g, 0.S3 mniol), 95% ethanol, aqueous 30% hydrogen peroxide (3 mL), and 6.0 N 
aqueous sodium hydroxide (1 mL) was heated at 45 °C for 3 h. The reaction mixture was 
5 diluted with water (80 mL) and acidified to pH 6 with 3 N hydrochloric acid. The solid was 
filtered and dried in a vacuum oven and gave the title compound (0.098 g, 50% yield): ! H 
NMR (DMSO-d,) 5 13.31 (s, 1H), 8.55 (s, 1H), 8.17 (br s, 1H), 7.92 (d, 1H), 7.57 (d, 1H), 
7.52 (m, 2H), 7.3 1 (br s, 1H), 7.02 (d, 1H) 5 4.32 (s, 4H); ES-MS (m/z) 296 [M+l] + . 



10 



EXAMPLE 405 
SYNTHESIS OF 6K5-(lH-l,2,4-TIUAZOL-3^ 

BENZOfE] 1 ,4-DIOXEM 



15 




20 A. 6-(5-aH-1.2,4-Triazol-3-vlVlH^^ 

The title compound was prepared by heating a mixture of 3-(2H,3H- 
benzo[e]l,4-dioxin-6-yl)-lH-indazole-5-carboxamide (0.098 g, 0.33 mmol), and N,N- 
dimethylformamide dimethyl acetal (30 mL) at 90 °C for 2 h. The reaction mixture was 
evaporated. To the concentrate was added glacial acetic acid (40 mL) and anhydrous 

25 

hydrazine (0.50 mL). The mixture was stirred overnight at room temperature. Water (40 mL) 
was added to the mixture, and the acetic acid was removed on a rotary evaporator. The 
remaining mixture was extracted with ethyl acetate. The combined organic extracts were 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
column chromatography (silica gel, 75% ethyl acetate/hexanes) afforded the title compound 

OA 

JU (0.80 g, 75% yield): 'H NMR (DMSO-d 6 ) 5 14.33 (br d, 1H), 13.38 (br s, 1H), 8.64 (s, 1H), 
8.08 (d, 1H), 7.68 (d, 1H), 7.47 (m, 1H), 7.06 (d, 1H), 4.33 (s, 4H); ES-MS (m/z) 320 
[M+l] + . 

EXAMPLE 406 

35 SYNTHESIS OF 3-(3-QUINOLYL)-lH-INDAZOLE-5-CARBOXAMIDE 
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5 




A. 3 -( L 1 -Dimethyl- 1 -stannaethvl V 1 -perhvdro-2H-pvran-2-vl- 1 H-indazole-5 - 
carbonitrile 

A mixture of 3-bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile 
10 (0.31 1 g, 1.0 mmol), tetrakis(triphenylphosphine)palladiiim (0.1 15 g, 0.1 mmol) and 
hexamethylditin (1.0 g, 3.0 mmol) in dioxane (10 mL) was heated at 80°C for 2 h. The 
reaction mixture was cooled and aqueous 10% potassium fluoride (10 mL) was added. The 
mixture was extracted with ethyl acetate. The combined organic extracts were dried over 
anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by column 
15 chromatography (silica gel, 7-10% ethyl acetate/hexanes) afforded the title compound (0.250 
g, 63% yield): ES-MS (m/z) 390 [M+l] + . 

B. 3 -( 3 -Ouinolvl)- 1 H-indazole-5 -carboxamide 

A mixture of the 3 -(1,1 -dimethyl- l-stannaethyl)-l -perhydro-2H-pyran-2-yl- 
20 lH-indazole-5-carbonitrile (0.250 g, 0.64 mmol), 3-bromoquinoline (0.088 mL, 0.64 mmol) 
and tetrakis(triphenylphosphine)palladium (0.074 g, 0.064 mmol) in N,N-dimethylformamide 
(5 ml) was heated at 80°C for 14 h. The mixture was cooled to room temperature, diluted 
with water and the filtered solid was dried in the vacuum oven. Purification of the solid by 
column chromatography (silica gel, 30% ethyl acetate/hexanes) gave an intermediate solid 
25 which was dissolved in methanol (30 mL). Aqueous 6 N hydrochloric acid (30 mL) was 
added and the mixture heated at 45 °C for 4 h. The reaction mixture was poured into water, 
basified with potassium carbonate and the yellow solid collected by suction filtration. A 
mixture of this product, methanol (20 mL), aqueous 6 N sodium hydroxide (2 mL) and 
aqueous 30% hydrogen peroxide (3 mL) was heated at 45 °C for 3 h. Water (30 mL) was 
30 added and the solid collected. Purification of the residue by preparative HPLC (20-80% 
acetonitrile/water) gave the title compound (0.075 g, 41% yield): J H NMR (DMSO-d 6 ) 8 
13.73 (s, 1H), 9.61 (d, 1H), 9.01 (s, 1H), 8.81 (s, 1H), 8.22 (m, 2H), 8.11 (d, 1H), 8.02 (d, 
1H), 7.83 (t, 1H), 7.71 (t, 2H), 7.43 (br s, 1H); ES-MS (m/z) 289 [M+l]\ 

35 EXAMPLE 407 
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SYNTHESIS OF 3<6-METHOXY-2-NAPHTHYL)-lH-INDAZOLE-5-CARBOXAMro^ 




A. 3 -(6~Methoxv-2-naphthvl V 1 H-indazole-S -carbonitrile 

^ The title compound was prepared as described in Example 408 using 3- 

bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.500 g, 1.6 mmol), in 
ethylene glycol dimethyl ether (30 mL), 6-methoxynaphthalene-2-boronic acid (0.395 g, 2.0 
mmol), [1,1 '-bis(diphenyl phosphino-ferrocene] complex with dichloromethane (1:4) (0.133 
g, 0.16 mmol) and potassium phosphate (3.5 g, 16.3 mmol). Solvent was removed using a 

* ^ rotary evaporator and purification of the residue by column chromatography (silica gel, 20% 
ethyl acetate/hexanes) gave a solid. Methanol (50 mL) and aqueous 6 N hydrochloric acid 
(50 mL) were added to the solid and the mixture was heated at 45 °C for 5 h. One half of the 
methanol was evaporated, water was added and the solid filtered and dried in a vacuum oven 
to afford the title compound (0.230 g, 47% yield over 2 steps): ES-MS (m/z) 300 [M+l] + . 

20 

B. 3-(6-Methoxy-2-naphthvlVlH-indazole-5-carboxamide 

A mixture of 3-(6-methoxy-2-naphthyl)-lH-indazole-5-carbonitrile (0.230 g, 
0.77 mmol), 95% ethanol (6 mL), aqueous 30% hydrogen peroxide (3 mL), and 6.0 N 
aqueous sodium hydroxide (1 mL, mmol) was heated at 45 °C for 3 h. The reaction mixture 
25 was diluted with water (30 mL) and acidified to pH 6 with 3 N hydrochloric acid. The solid 
was filtered and dried in a vacuum oven to give product (0.050 g, 20% yield): 'H NMR 
(DMSO-d 6 ) 5 13.45 (s, 1H), 8.72 (s, 1H), 8.50 (s, 1H), 8.18 (s, 1H), 8.15 (d, 1H), 8.02 (d, 
1H), 7.95 (d, 1H), 7.61 (d, 1H), 7.37 (m, 2H), 7.22 (dd, 1H); ES-MS (m/z) 318 [M+l] + . 

30 EXAMPLE 408 

SYNTHESIS OF 6-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))-2- 

METHOXYNAPHTHALENE 



35 
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A. 6-(5-( 1 H- 1 ,2.4>Triazol~3-vlVlH-indazol-3>vlV2H3H-ben2ore1 1 .4-dioxin 
™ A mixture of 3-(6-methoxy-2-naphthyl)-lH-indazole-5-carboxamide (0.10 g, 

0.31 mmol), and N,N-dimethylformamide dimethyl acetal (50 mL) was heated at 90°C for 2 
h. The reaction mixture was evaporated and to the concentrate was added glacial acetic acid 
(40 mL) and anhydrous hydrazine (1 mL). The mixture was stirred overnight at room 
temperature. Water (30 mL) was added to the mixture, and the acetic acid was removed on a 
" rotary evaporator. The remaining mixture was extracted with ethyl acetate. The combined 
organic extracts were dried over anhydrous sodium sulfate, filtered and evaporated. 
Purification of the residue by column chromatography (silica gel, 75% ethyl acetate/hexanes) 
afforded the title compound (0.065 g, 25% yield): l H NMR (DMSO-d 6 ) 6 14.32 (d, 1H), 
13.46 (d, 1H), 8.82 (d, 1H), S.48 (d, 1H), 8.08 (m, 4H), 7.73 (dd, 1H), 7.42 (s, 1H), 7.25 (t, 
20 1H); ES-MS (m/z) 342 [M+l] + . 



EXAMPLE 409 
SYNTHESIS OF 3-(3-(3-QUINOYL)-lH-I^ 



H 



25 




A. 3-(3^3-quinovlVlH-indazol-5-vlVlH-L2.4-triazole 

A mixture of 3-(3-quinolyl)-lH-indazole-5-carboxamide (0.045 g, 0.16 
mmol), and N,N-dimethylformamide dimethyl acetal (30 mL) was heated at 90 °C for 2 h. 
The reaction mixture was evaporated and to the concentrate was added glacial acetic acid 
(30 mL) and anhydrous hydrazine (0.5 mL). The mixture was stirred overnight at room 
temperature. Water (30 mL) was added to the mixture and acetic acid was removed on a 
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rotary evaporator. The remaining mixture was extracted with ethyl acetate. The combined 
organic extracts were dried over anhydrous sodium sulfate, filtered and evaporated. 
Purification of the residue by column chromatography (silica gel, 75% ethyl acetate/hexanes) 
afforded the title compound (0.025 g, 50% yield): ! H NMR (DMSO-d 6 ) 8 9.56 (t, 1H), 8.86 
5 (s, 1H), 8.74 (s, 1H), 8.15 (d, 1H), 8.08 (m, 2H), 7.90 (d, 1H), 7.75 (t, 1H), 7.65 (d, 2H); 
ES-MS (m/z) 313 [M+l] + . 

EXAMPLE 410 
SYNTHESIS OF 3-(2,3-DIHYDROBENZO[B]FURAN^ 

CARBOXAMIDE 



10 



15 




A. 3-(23-DihvdrobenzoP3lfuran-5-vfl^^ 

The title compoimd was prepared as described in Example 411, using 3- 
bromo- 1 -perhydro-2H-pyran-2-yl- 1 H-indazole-5-carbonitrile (0.750 g, 2.45 mmol), in 

20 

w ethylene glycol dimethyl ether (50 mL), 2,3-dihydrobenzo[b]furan-5-boronic acid (0.480 g, 
2.9 mmol), [l,r-bis(diphenylphosphino-ferrocene] complex with dichloromethane (1:1) 
(0.200 g, 0.20 mmol) and potassium phosphate (5.2 g, 24 mmol). Solvent was removed using 
a rotary evaporator and purification of the residue by column chromatography (20% ethyl 
acetate/hexanes) gave a solid. Methanol (50 mL) and aqueous 6 N hydrochloric acid (50 mL) 

25 

were added to the solid and the mixture was heated at 45 °C for 5 h. Water (40 mL) was 
added and the solid was filtered and dried in a vacuum oven to afford the title compound 
(0.350 g, 64 % yield over 2 steps): ES-MS (m/z) 262 [M+l]\ 

B. 3-f2.3-Dihvdrobenzorb1furan^5-vlVlH-indazole-5-carboxamide 

30 

A mixture of 3-(2,3-dihydrobenzo[>]furan«5-yl>lH-indazole-5-carbonitrile 
(0.50 g, 1.9 mmol), 95% ethanol (6 mL), aqueous 30% hydrogen peroxide (3 mL), and 6.0 N 
aqueous sodium hydroxide (1 mL) was heated at 45 °C for 3 h. The reaction mixture was 
diluted with water (40 mL) and acidified to pH 6 with 3 N hydrochloric acid. The solid was 
filtered and dried in a vacuum oven to give product (0.080 g, 53% yield): ! H NMR (DMSO- . 
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d 6 ) 5 13.22 (s, 1H), 8.54 (s, 1H), 8.12 (s, 1H), 7.90 (d, 2H), 7.76 (d, 1H), 7.55 (d, 1H), 7.32 
(s, 1H), 6.91 (d, 1H), 4.59 (t, 2H), 3.28 (t, 2H); ES-MS (m/z) 280 [M+l] + . 

EXAMPLE 41 1 

SYNTHESIS OF 5-(5-(lH-l,2,4-TRIAZOL-3-YL)-lH-INDAZOL-3-YL)-2,3- 

DIHYDROBENZO[B]FURAN 



A. 5-f5-flH-1.2.4-Triazol-3-vlVlH-inda2ol-3-vlV2.3-dihvdrobenzorb1furan - 

A mixture of 3-(23-dihydrobenzo|^]rlu-an-5-yl)-lH-indazole-5-carbonitrile 
(0.080 g, 0.29 mmol), and N,N-dimemylformamide dimethyl acetal (80 mL) was heated at 
90 °C for 2 h. The reaction mixture was evaporated and to the concentrate was added glacial 
acetic acid (40 mL) and anhydrous hydrazine (1 mL). The mixture was stirred overnight at 
room temperature. Water (40 mL) was added to the mixture and the acetic acid was removed 
on a rotary evaporator. The remaining mixture was extracted with ethyl acetate. The 
combined organic extracts were dried over anhydrous sodium sulfate, filtered and 
evaporated. Purification of the residue by column chromatography (silica gel, 75% ethyl 
acetate/hexanes) afforded the title compound (0.095 g, 100% yield): l H NMR (DMSO-d 6 ) 8 
14.20 (br s, 1H), 13.30 (s, 1H), 8.64 (s, 1H), 8.18 (br s, 1H), 8.07 (d, 1H), 7.86 (s, 1H), 7.74 
(d, 1H), 7.67 (d, 1H), 6.96 (d, 1H), 4.62 (t, 2H), 3.31 (t, 2H); ES-MS (m/z) 304 [M+l] + . 



H 



10 




O 



25 



EXAMPLE 412 



SYNTHESIS OF N-[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3- 

YL))PHENYL]BENZAMIDE 



H 



30 




A. 



N-rS-fS-flH-l^^-Triazol-S-viyiH-indazol-S-vl^Dhenvnbenzamide 



35 
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To a solution of 3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)(l ,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.200 g, 0.33 mmol) in pyridine (2 mL) was 
added benzoyl chloride (0.046 mL, 0.40 mmol). The reaction was stirred at room 
temperature for 15 h. Water (10 mL) was added and the solid collected by suction filtration. 
' The solid was dried in a vacuum oven for 3 h. The residue was dissolved in 4 N hydrochloric 
acid in 1 ,4-dioxane (1 0 mL) and the mixture was stirred at room temperature for 2 h. After 
neutralization with aqueous sodium bicarbonate, the reaction mixture was extracted with 
ethyl acetate. The combined organic fractions were dried over anhydrous sodium sulfate, 
filtered and evaporated. Addition of dichloromethane (10 mL) to the residue gave a solid 
10 which was isolated by filtration. (0.069 g, 55% yield): 'H NMR (DMSO-ds) 8 14.10 (br s, 
1H), 13.44 (br s, 1H), 10.50 (s, 1H), 8.74 (s, 1H), 8.48 (s, 1H), 8.03 (td, 4H), 7.74 (m, 2H), 
7.58 (m, 4H); ES-MS (m/z) 381 [M+l] + . 



15 



EXAMPLE 413 

SYNTHESIS OF N-[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3- 
YL))PHENYL](2,4-DICHLOROPHENYL)CARBOXAMIDE 



V, 



20 




A. N-r3-(5-(lH -1.2,4-triazo^ 
carboxamide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
25 triazol-3-yl)]-lH-inda2ol-3-yl}phenylamine (0.200 g, 0.33 mmol) in pyridine (2 mL) was 
added 2,4-dichlorobenzyl chloride (0.056 mL, 0.40 mmol). The reaction was stirred at room 
temperature for 15 h. Water (10 mL) was added and the solid collected by suction filtration. 
The solid was dried in a vacuum oven for 3 h. The residue was dissolved in 4 N hydrochloric 
acid in 1,4-dioxane (10 mL) and the mixture was stirred at room temperature for 2 h. After 

30 

neutralization with aqueous sodium bicarbonate, the reaction mixture was extracted with 
ethyl acetate. The combined organic fractions were dried over anhydrous sodium sulfate, 
filtered and evaporated. Addition of dichloromethane (10 mL) to the residue gave the title 
compound (0.070 g, 55% yield) which was isolated by filtration: J H NMR (DMSO-d 6 ) 5 
14.20 (br s, 1H), 13.44 (s, 1H), 10.75 (s, 1H), 8.69 (s, 1H), 8.36 (s, 1H), 8.06 (d, 1H), 7.78 
35 (m, 3H), 7.68 (d, 2H), 7.55 (m, 2H); ES-MS (m/z) 449 [M+lf. 
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EXAMPLE 414 

SYNTHESIS OF N-[3-(5-(lH-l,2,4-TIUAZOL-3-YL)(lH-I^AZOI^3-YL))PHETSrn.](4- 

METHOXYPHENYL)CARB OXAMIDE 




A. N-r3-(5-flH-1-2.4-Triazol-3-vnriH-mdazol-3-v mphenvll(4- 

™ methoxvphenvltearboxamide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l^,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.200 g, 0.33 mmol) in pyridine (2 mL) was 
added 4-methoxybenzoyl chloride (0.068 g, 0.40 mmol). The reaction was stirred at room 
temperature for 15 h. Water (10 mL) was added and the solid collected by suction filtration. 

15 The solid was dried in a vacuum oven for 3 h. The residue was dissolved in 4 N hydrochloric 
acid in 1,4-dioxane (10 mL) and the mixture was stirred at room temperature for 2 h. After 
neutralization with aqueous sodium bicarbonate, the reaction mixture was extracted with 
ethyl acetate. The combined organic fractions were dried over anhydrous sodium sulfate, 
filtered and evaporated. Addition of dichloromethane (10 mL) to the residue gave the title 

20 compound (0.090 g, 66% yield) which was isolated by filtration: *H NMR (DMSO-d 6 ) 8 
10.33 (s, 1H), 8.73 (s, 1H), 8.44 (s, 1H), 8.30 (s, 1H), 8.11 (d, 1H), 8.03 (d, 2H), 7.93 (d, 
1H), 7.10 (m, 2H), 7.53 (t, 1H), 7.09 (d, 2H), 3.85 (s, 3H); ES-MS (m/z) 41 1 [M+l] + . 

EXAMPLE 415 

25 SYNTHESIS OFN43K5<lH-l,2,4-TRIAZOL-3-YL)(lH-I^AZOI^3-YL))PHENYL](4- 

METHYLPHENYL)CARBOXAMIDE 




30 

CH 3 

A. N-B-f 5-( 1 H- 1 .2.4-Triazol-3-vl¥lH-indazol-3-vmphenvl¥4- 

methvlphenvDcarboxamide 

To a solution of 3-{l-perhy(fro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l^,4- 

35 triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.140 g, 0.23 mmol) in pyridine (2 mL) was 
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added 4-methylbenzoyl chloride (0.053 mL, 0.40 mmol). The reaction was stirred at room 
temperature for 15 h. Water (10 mL) was added and the solid collected by suction filtration. 
The solid was dried in a vacuum oven for 3 h. The residue was dissolved in 4 N hydrochloric 
acid in 1,4-dioxane (10 mL) and the mixture was stirred at room temperature for 2 h. After 
5 neutralization with aqueous sodium bicarbonate, the reaction mixture was extracted with 
ethyl acetate. The combined organic fractions were dried over anhydrous sodium sulfate, 
filtered and evaporated. Addition of dichloromethane (10 mL) to the residue gave the title 
compound (0.060 g, 65% yield) which was isolated by filtration: 'H NMR (DMSO-d 6 ) 5 
10.41 (s, 1H), 8.74 (s, 1H), 8.46 (s, 1H), 8.33 (s, 1H), 8.10 (d, 1H), 7.94 (d, 3H), 7.72 (m, 
1 0 2H), 7.54 (t, 1H), 7.36 (d, 2H), 2.40 (s, 3H); ES-MS (m/z) 395 [M+l] + . 

EXAMPLE 41 6 

SYNTHESIS OF N-[3-(5-(lH-l,2,4-TiaAZOI^3-YL)(lH-INDAZOL-3-YL))PHENYL](4- 

CHLOROPHENYL)CARBOXAMIDE 

15 




20 

A - N-f3-( 5-f 1 H -l .2.4-Triazol-3-vnf lH-indazol-3-vmphenvn(4-chlorophenvn 
carboxamide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-mdazol-3-yl}phenylamine (0.210 g, 0.35 mmol) in pyridine (2 mL) was 
added 4-chlorobenzoyl chloride (0.05 1 mL, 0.40 mmol). The reaction was stirred at room 

25 

temperature for 15 h. Water (10 mL) was added and the solid collected by suction filtration. 

The solid was dried in a vacuum oven for 3 h. The residue was dissolved in 4 N hydrochloric 

acid in 1 ,4-dioxane (10 mL) and the mixture was stirred at room temperature for 2 h. After 

neutralization with aqueous sodium bicarbonate, the reaction mixture was extracted with 

ethyl acetate. The combined organic fractions were dried over anhydrous sodium sulfate 
30 ' 
filtered and evaporated. Addition of dichloromethane (10 mL) to the residue gave the title 

compound (0.090 g, 62% yield) which was isolated by filtration: 'H NMR (DMSO-d 6 ) 5 
14.20 (br s, 1H), 13.45 (br s, 1H), 10.54 (s, 1H), 8.73 (s, 1H), 8.44 (s, 1H), 8.10 (d, 1H), 
8.04 (d, 2H), 7.93 (d, 1H), 7.76 (d, 1H), 7.71 (d, 1H), 7.64 (d, 2H), 7.56 (t, 1H); ES-MS 
(m/z) 415 [M+l] + . 



35 
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EXAMPLE 417 

SYNTHESIS OF N-tS^-ClH-l^^-TiaAZOL-S-^ClH-INDAZOL-S-YL^PHENYL]^- 

METHYLPROP AN AMIDE 




HN-N 



10 



A. 



N-rS-fS-aH-l^^triazol-S-vnriH-inda zol-S-vny he nvn-a-methvlpropanamide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.190 g, 0.33 mmol) in pyridine (2 mL) was 
added 2-methylpropanoyl chloride (0.042 mL, 0.40 mmol). The reaction was stirred at room 
temperature for 15 h. Water (10 mL) was added and the solid collected by suction filtration 

15 fT_ 

The solid was dried in a vacuum oven for 3 h. The residue was dissolved in 4 N hydrochloric 
acid in 1,4-dioxane (10 mL) and the mixture was stirred at room temperature for 2 h. After 
neutralization with aqueous sodium bicarbonate, the reaction mixture was extracted with 
ethyl acetate. The combined organic fractions were dried over anhydrous sodium sulfate, 
filtered and evaporated. Addition of dichloromethane (10 mL) to the residue gave the title 

20 

compound (0.005 g, 5% yield) which was isolated by filtration: 'H NMR (DMSO-d*) 8 10.02 
(s, 1H), 8.65 (s, 1H), 8.21 (s, 1H), 8.10 (br s, 1H), 7.78 (d, 1H), 7.65 (m, 2H), 7.45 (t, 1H), 
2.63 (m, 1H), 1.19 (d, 6H); ES-MS (m/z) 347 [M+l] + . 



25 



EXAMPLE 41 8 

SYNTHESIS OF N-[3K5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL]-3 

METHYLBUTANAMEDE 



30 




A. 



N- [ 3 -(5-(lH-l,2,4-Triazol-3-vl¥lH-indazol-3-vnVhenvl1-3-rnethvlbutanamide 

To a solution of 3-{l-perhy<iro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-mdazol-3-yl}phenylamine (0.400 g, 0.66 mmol) in pyridine (4 mL) was 
35 added 3-methylbutanoyl chloride (0.100 mL, 0.80 mmol). The reaction was stirred at room 
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temperature for 15 h. Water (10 mL) was added and the solid collected by suction filtration. 
The solid was dried in a vacuum oven for 3 h. The residue was dissolved in 4 N hydrochloric 
acid in 1,4-dioxane (10 mL) and the mixture was stirred at room temperature for 2 h. After 
neutralization with aqueous sodium bicarbonate, the reaction mixture was extracted with 
^ ethyl acetate. The combined organic fractions were dried over anhydrous sodium sulfate, 
filtered and evaporated. Addition of dichloromethane (10 mL) to the residue gave the title 
compound (0.005 g, 5% yield) which was isolated by filtration: *H NMR (DMSO-d 6 ) 6 14.20 
(br s, 1H), 13.43 (s, 1H), 10.08 (s, 1H), 8.69 (s, 1H), 8.25 (s, 1H), 8.10 (d, 1H), 7.75 (d, . 
1H), 7.69 (t, 3H), 7.49 (t, 1H), 2.24 (d, 2H), 2.18 (m, 1H), 0.96 (d, 6H); ES-MS (m/z) 361 
10 [M+1] + . 

i EXAMPLE 419 

SYNTHESIS OF N-[3-(5-(lH-l,2,4-TRIAZO^^ 

MORPHOLIN-4-YIA.CET AMIDE 

15 




20 A. N-r3-f5-nH-L2.4-Triazol-3-vlVlH^^ 
acetamide ' 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.400 g, 0.66 mmol) in tetrahydrofuran (4 mL) 
was added 2-chloroacetyl chloride (0.030 mL, 0.36 mmol) followed by N,N- 

25 

diisopropylethylamine (0.1 16 mL, 0.66 mmol). The reaction was stirred at room temperature 
for 4 h. Water (20 mL) was added and the reaction mixture was extracted with ethyl acetate. 
The combined organic organic extracts were dried over anhydrous sodium sulfate, filtered 
and evaporated. The residue was dissolved in N,N-dimethylformamide (5 mL) and 
morpholine (0.577 mL, 6.6 mmol) was added. The mixture was stirred at room temperature 
for 14 h. Water (30 mL) was added and the mixture extracted with ethyl acetate. The 
combined organic fractions were dried over anhydrous sodium sulfate, filtered and 
evaporated. The residue was dissolved in 4 N hydrochloric acid in 1,4-dioxane (10 mL) and 
the mixture was stirred at room temperature for 2 h. Dioxane was removed with a rotary 
evaporator and the residue was purified by preparative HPLC. The desired fractions were 
neutralized with ammonium hydroxide, extracted with butanol and evaporated to give the 
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title compound (0.130 g, 49% yield): *H NMR (DMSO-d 6 ) 5 14.22 (br d, 1H), 13.50 (d, 
1H), 10.00 (s, 1H), 8.65 (m, 1H), 8.05 (m, 1H), 7.69 (m, 2H), 7.26 (s, 1H), 6.75 (s, 1H), 
1 .74 (s, 2H), 1 .32 (t, 4H), 1 .24 (t, 4H); ES-MS (m/z) 404 [M+l] + . 



EXAMPLE 420 

SYNTHESIS OF N-[3K5^1H-l,2,4-TiaAZOI^3-YL)(m-lNDAZOLO-YL))PHENYL]-2 

(4-METHYLPffERAZINYL)ACETAMIDE 



10 




15 A N-f3-f5-aH-1.2.4-Triazol-3-vl¥lH-inda2ol-3-vmphenvl1-2-f4-r nethvlpiperazinvl') 
acetamide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamme (0.400 g, 0.66 mmol) in tetrahydrofuran (4 mL) 
was added 2-chloroacetyl chloride (0.083 mL, 1 .0 mmol) followed by N,N- 
20 diisopropylethylamine (0.1 16 mL, 0.66 mmol). The reaction was stirred at room temperature 
for 4 h. Water (20 mL) was added and the reaction mixture was extracted with ethyl acetate. 
The combined organic organic extracts were dried over anhydrous sodium sulfate, filtered 
and evaporated. The residue was dissolved in N,N-dimethylformamide (5 mL) and N- 
methylpiperazine (0.320 mL, 3.3 mmol) was added. The mixture was stirred at room 

25 temperature for 14 h. Water (30 mL) was added and the mixture extracted with ethyl acetate. 
The combined organic fractions were dried over anhydrous sodium sulfate, filtered and 
evaporated. The residue was dissolved in 4 N hydrochloric acid in 1,4-dioxane (10 mL) and 
the mixture was stirred at room temperature for 2 h. Dioxane was removed with a rotary 
evaporator and the residue was purified by preparative HPLC. The desired fractions were 

30 neutralized with ammonium hydroxide, extracted with butanol and evaporated to give the 
title compound (0.150 g, 54% yield): 'H NMR (DMSO-dg) 6 13.45 (br s, 1H), 10.04 (s, 1H), 
8.73 (s, 1H), 8.34 (d, 2H), 8.10 (d, 1H), 7.75 (d, 1H), 7.69 (d, 2H), 7.48 (t, 1H), 2.15 (s, 
3H), 1.80 (m, 8H), 1.33 (s, 3H). ES-MS (m/z) 417 [M+l] + . 

35 EXAMPLE 421 
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SYNTHESIS OF 3-[3-(4-FLUOROPHENYL)(lH-INDAZOL-3-YL)]-5-[(4- 
P YRROL1DINYLPIPERID YL) METHYL] - 1H- 1 ,2,4-TRIAZOLE 




10 A. 343-(4-Fluorophenvl¥lH-indazol-3-vni-5-r(4-Dvrrolidinvl P iperidvnmethvl1-lH- 
1.2.4-triazole 

To a solution of methyl 2-(4-pyrrolidinylpiperidyl)acetate (0.500 g, 2.2 mmol) 
in anhydrous ethanol (0.5 mL) was added hydrazine (0.070 mL, 2.2 mmol) and the-mixture 
was heated at 80°C for 14 h. The solvent was removed using a rotary evaporator and. the 

*5 product dried in a vacuum oven for 6 h. To the residue dissolved in methanol (4 mL) was 
added emoxy[3-(4-fluorophenyl)(lH-mdazol-5-yl)]methanimine hydrochloride (0.300 g, 0.94 
mmol) followed by a commercial solution of 4.37 M sodium methoxide (0.480 mL). The 
mixture was heated at 90 °C for ] 4 h and then the reaction was quenched with water. The pH 
was adjusted to neutral and the crude product was extracted with ethyl acetate. Purification 

20 of the residue by preparative HPLC gave the title compound (0.018 g, 5% yield): J H NMR 
(DMSO-d 6 ) 5 14.00 (br s, 1H), 13.45 (s, 1H), 8.60 (s, 1H), 8.05 (m, 3H), 7.70 (d, 1H), 7.43 
(t, 2H), 3.59 (s, 2H), 2.83 (d, 3H), 2.10 (t, 4H), 1 .80 (d, 3H), 1.64 (s, 5H), 1 .40 (d, 3H), 
1.22 (s, 1H); ES-MS (m/z) 446 [M+l] + . 



25 



EXAMPLE 422 

SYNTHESIS OF 3-[3-(4-FLUOROPHENYL)(lH-INDAZOL-3-YL)]-5- 
(PYRROLIDINYLMETHYL)-lH-l ,2,4-TRIAZOLE 



30 




A. 3-r3-f4-Fluorophenvl)riH-mdazol-3-vD1-5-(pvrrolidmvlmemvn-lH-1.2.4-triazole 

35 
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To a solution of pyrrolidine (2.0 mL, 24 mmol) in acetonitrile (20 mL) was 
added an excess of potassium carbonate (2.0 g) and methyl bromoacetate (2.5 mL, 26 
mmol). The mixture was stirred at room temperature for 14 h. The mixture was filtered and 
the acetonitrile removed by rotary evaporator. The resulting solid was dried in a vacuum 

5 oven for 4 h. The product was dissolved in ethanol (5 mL), hydrazine (0.750 mL) was added 
and the mixture was heated at 80°C for 16 h. Solvent was removed using a rotary evaporator 
to provide solid hydrazide. To a suspension of ethoxy[3-(4-fluorophenyl)(lH-indazol-5- 
yl)]methanimine hydrochloride (0.500 g, 1 .56 mmol) in methanol (5 mL) was added 
hydrazide (0.670 g, 4.7 mmol) and the mixture was heated in a sealed tube at 95 °C for 48 h. 

10 The solvent was removed using a rotary evaporator and gave a solid residue. Purification of 
the residue by preparative HPLC gave the title compound (0.200 g, 35% yield): 'H NMR 
(DMSO-d 6 ) 5 14.00 (br s, 1H), 13.40 (br s, 1H), 8.60 (s, 1H), 8.05 (m, 3H), 7.66 (d, 1H), 
7.40 (t, 2H), 7.27 (br s, 1H), 6.68 (br s, 1H), 3.74 (s, 2H), 2.49 (t, 2H), 1.72 (m, 4H); ES- 
MS (m/z) 363 [M+l] + . 

15 

EXAMPLE 423 

SYNTHESIS OF ( {3-[3<6-METHOXY(2-NAPHTHYL))(lH-INDAZOL-5-YL)](lH-l ,2,4 

TRIAZOL-5-YL) } METHYL)DIMETHYL AMINE 

20 




O-CHj 



25 



A. 3-f6-Methoxv-2-naohthvn-1H-indazo le-5-carbonitrile 

The title compound was prepared as described in Example 161, using 3-bromo-l- 
perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.500 g, 1.6 mmol), in ethylene glycol 
dimethyl ether (30 mL), 6-methoxynaphthalene-2-boronic acid (0.395 g, 2.0 mmol), [1,1'- 
30 bis(diphenyl phosphino-ferrocene] complex with dichloromethane (1:1) (0.133 g, 0.16 mmol) and 
potassium phosphate (3.5 g, 16.3 mmol). Solvent was removed using a rotary evaporator and 
purification of the residue by column chromatography (silica gel, 20% ethyl acetate/hexanes) gave 
a solid. Methanol (50 mL) and aqueous 6 N hydrochloric acid (50 mL) were added to the solid and 
the mixture was heated at 45 °C for 5 h. One half of the methanol was evaporated, water was 

35 
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added and the solid filtered and dried in a vacuum oven to afford the title compound (0.230 g, 47% 
yield over 2 steps): ES-MS (m/z) 300 [M+l] + . 

B- Ethoxvr3>(6-methoxvf2-naphthvlWlH-inda2ol-5-vnimethanimine 

5 

A solution of 3-(6-methoxy-2-naphthyl)-lH-indazole-5-carbonitrile (0.430 g, 1.12 
mmol) and absolute ethanol (50 mL) in a pressure tube was cooled to 0°C using an ice-bath. 
Anhydrous hydrochloric acid was bubbled through the cooled solution for 5 min, the reaction 
mixture was sealed and the solution was stirred for 72 h at room temperature. The solvent was 
removed using a rotary evaporator. The yellow solids was stirred with ether, filtered and dried in a 
10 vacuum oven which gave ethoxy[3-(6-methoxy(2-naphthyl)) (lH-indazol-5-yl)]methanimine 
hydrochloride (0.3SS g, 100% yield): ES-MS (m/z) 346 [M+l] + . 

c - q3-r3-(6-Nfethoxvf2-na phthvm^ 
dimethvlamine 

15 To a suspension of ethoxy[3-(6-methoxy(2-naphthyl))(lH-indazol-5- 

yl)]methanimine (0.430 g, 1.13 mmol) in methanol (5 mL) was added N-amino-2- 
(dimethylamino)acetamide (0.396 g, 3.38 mmol) and 4.3 M sodium methoxide (0.578 mL, 2.49 
mmol). The mixture was heated in a sealed tube at 95 °C for 16 h. The solvent was removed using 
a rotary evaporator and gave a solid residue. Purification of the residue by preparative HPLC (10- 

20 

80%, acetonitrile/watcr) gave the title compound (0.025 g, 5% yield): *H NMR (DMSO-d 6 ) 8 
13.95 (br s, 1H), 13.40 (br s, 1H), 8.73 (s 5 1H), 8.44 (s, 1H), 8.09 (t, 2H), 8.00 (t, 2H), 7.68 (d, 
1H), 7.39 (d, 1H), 7.21 (dd, 1H), 3.90 (s, 3H), 3.60 (s, 2H), 2.22 (s, 6H); ES-MS (m/z) 399 
[M+l] + . 

i 

25 EXAMPLE 424 

SYNTHESIS OF 2-METHOXY-6-{5-[5-(PYRROLroiNYLMETHYL)(lH-l } 2,4-TRIAZOL-3- 

YL)](lH-INDAZOL-3-YL)}NAPHTHALENE 



30 




o-CH 3 



35 
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A. 2-Methoxv-6- 1 5-r5-(pvrrolidinv1methvl¥lH-l .2.4-triazol-3-vl W1 H-indazol-3- 
vD> naphthalene 

The title compound was prepared using the same procedure as for Example 423. To 
a suspension of emoxy[3-(6-methoxy(2-naphmyl))(lH-indazol-5-yl)]memanimine (0.386 g, 1.01 
^ mmol) in methanol (5 mL) was added N-amino-2-pyrrolidinylacetamide (0.433 g, 3.03 mmol) and 
4.3 M sodium methoxide (0.518 mL, 2.23 mmol). The mixture was heated in a sealed tube at 95 °C 
for 1 6 h. The solvent was removed using a rotary evaporator which gave a solid residue. 
Purification of the residue by preparative HPLC (30-100%, acetonitrile/water) gave the title 
compound (0.045 g, 10% yield): 'H NMR (DMSO-d 6 ) 5 13.41 (br s, 1H), 8.73 (s, 1H), 8.44 (s, 
10 1H), 8.09 (t, 2H), 8.00 (t, 2H), 7.68 (d, 1H), 7.39 (d, 1H), 7.23 (dd, 1H), 3.91 (s, 3H), 3.75 (s, 
2H), 2.53 (m, 4H), 2.49 (m, 4H); ES-MS (m/z) 425 [M+l] + . 

EXAMPLE 425 

SYNTHESIS OF N-PHENYL(3- {5-[5-(PYRROLroI^^IX]^ffiTHYL)(lH-l ,2,4-TRIAZOL-3- 
15 YL)](lH-INDAZOL-3-YL)}PHENYL)CARBOXAMIDE 



20 




A. f3-(5-Cvano-l-perhvdro-2H-pvran-2-vl(lH-indazol-3-vn')phenvn-N-benzamide 

The title compound was prepared in a similar method as described in Example 365. 

25 To a solution of 3-(5-cyano-l-perhydro-2H-pyran-2-yl-lH-indazol-3-yl)benzoic acid (0.600 g, 
1.73 mmol) in anhydrous THF (15 mL) and anhydrous DMF (6.5 mL) was added 1- 
hydroxybenzotriazole (0.701 g, 5.19 mmol) followed by l~(3-dimethylaminopropyl)-3- 
ethylcarbodiimide hydrochloride (0.995 g, 5.19 mmol) and aniline (0.473 mL, 5.19 mmol). The 
reaction mixture was stirred at room temperature for 16 h. The reaction mixture was partitioned 

3® between ethyl acetate and water, washed with brine, dried over Na^C^ and evaporated during 
which the product began to precipitate as a colorless solid. Hexanes were added and the desired 
product was collected by vacuum filtration (0.630 g, 86%) ES-MS (m/z) 423 [M+H] + . 

B. {3-f5-(Ethox\riminomethvW^ 

35 
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A solution of [3-(5-cyano-l -perhydro-2H-pyran-2-yl(lH-indazol-3-yl))phenyl]-N- 
benzamide (0.430 g, 1.12 mmol) and absolute ethanol (50 mL) in a pressure tube was cooled to 
0°C using an ice-bath. Anhydrous hydrochloric acid was bubbled through the cooled solution for 5 
min, the reaction mixture was sealed and the solution was stirred for 72 h at room temperature. 
5 The solvent was removed using a rotary evaporator. The yellow solids was stirred with ether, 
filtered and dried in a vacuum oven which gave the {3-[5-(emoxyiminomethyl)(lH-indazol-3- 
yl)]phenyl}-N-benzamide hydrochloride (0.431 g, 100% yield): ES-MS (m/z) 385 [M+l] + . 

C N-phenvl(3-l5-r5-fpvrr olidmvlmethvl¥lH-1.2.4-triazol-3-vni(lH-indazol-3- 
^ vl))phenvDcarboxamide 

To a suspension of {3-[5-(ethoxyiminomethyl)(lH-indazol-3-yl)]phenyl}-N- 
benzamide (0.450 g, 0.984 mmol) in methanol (5 mL) was added N-amino-2-pyrrolidinylacetamide 
(0.422 g, 2.95 mmol) and 4.3 M sodium methoxide (0.503 mL, 2.16 mmol). The mixture was 
heated in a sealed tube at 95 °C for 14 h. The solvent was removed using a rotary evaporator and 
15 gave a solid residue. Purification of the residue by column chromatography (30% methanol/ethyl 
acetate) gave the title compound (0.153 g, 33% yield): 'H NMR (DMSO-d 6 ) 8 13.58 (br s, 1H), 
10.44 (s, 1H), 8.67 (s, 1H), 8.54 (s, 1H), 8.20 (d, 1H), 8.09 (d, 1H), 8.00 (d, 1H), 7.80 (d, 2H), 
7.73 (t, 1 H), 7.70 (d, 1H), 7.36 (t, 2H), 7.1 1 (t, 1H), 3.78 (s, 2H), 2.53 (m, 4H), 2.48 (m, 4H); 
ES-MS (m/z) 464 [M+l] + . 



20 



EXAMPLE 426 

SYNTHESIS OF 6-{5-[5-(PYRROLroiNYLME'nrYX)-lH-l,2 5 4-TRIAZOL-3-YL]-lH- 

JND AZOL-3-YL} -2H,3H-BENZO[E] 1 ,4-DIOXIN 



25 



N HN-N 




30 

A. 3-(2H.3H-benzore1 1 .4-dioxm-6-vlV lH-indazole-5-carbonitrile 

The title compound was prepared using 3-bromo-l-perhydro-2H-pyran-2-yl-lH- 
indazole-5-carbonitrile (0.354 g, 1.15 mmol), in ethylene glycol dimethyl ether (20 mL), 2H,3H- 
benzo[e]l,4-dioxin-6-boronic acid (0.250 g, 1.39 mmol), [l,l'-bis(diphenyl phosphino-ferrocene] 
complex with dichloromethane (1:1) (0.094 g, 0.11 mmol) and potassium phosphate (2.40 g, 11.5 
35 mmol). Solvent was removed using a rotary evaporator and purification of the residue by column 
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chromatography (silica gel, 20% ethyl acetate/hexanes) gave a solid. Methanol (30 mL) and 
aqueous 6 N hydrochloric acid (30 mL) were added to the solid and the mixture was heated at 
45 °C for 5 h. Water (30 mL) was added and the solid was filtered and dried in a vacuum oven to 
afford the title compound (0.230 g, 71% yield over 2 steps): ES-MS (m/z) 278 [M+l] + . . 

5 

B. (3-( 2H,3H-Benzore1 1 ,4-dioxin-6-vD( lH-indazol-5-vl^ethoxvmethanimine 

A solution of 3-(2H,3H-benzo[e]l,4-dioxin-6-yl)-lH-indazole-5-carbonitrile (0.430 
g, 1.12 mmol) and absolute ethanol (50 mL) in a pressure tube was cooled to 0°C using an ice- 
bath. Anhydrous hydrochloric acid was bubbled through the cooled solution for 5 min, the reaction 
10 mixture was sealed and the solution was stirred for 72 h at room temperature. The solvent was 
removed using a rotary evaporator. The yellow solids were stirred with ether, filtered and dried in 
a vacuum oven which gave the (3-(2H,3H-benzo[e]l,4-dioxin-6-yl)(lH-indazol-5- 
yl))ethoxymethanimine hydrochloride (0.363 g, 100% yield): ES-MS (m/z) 324 [M+l]\ 

15 C. 6-(5-r5-(Twolidmvlmethv^^ 2H3H- 
benzofel 1 .4-dioxin 

To a suspension of (3-(2H,3H-benzo[e]l,4-dioxin-6-yl)(lH-indazol-5- 
yl))ethoxymethanimine (0.336 g, 0.935 mmol) in methanol (5 mL) was added N-amino-2- 
pyrrolidinylacetamide (0.400 g, 2.80 mmol) and 4.3 M sodium methoxide (0.479 mL, 2.06 mmol). 

^O The mixture was heated in a sealed tube at 95 °C for 14 h. The solvent was removed using a rotary 
evaporator and gave a solid residue. Purification of the residue by preparative HPLC (30-100% 
acetonitrile/water) gave the title compound (0.061 g, 16% yield): 'H NMR (DMSO-d 6 ) 5 13.90 (br 
s, 1H), 13.30 (br s, 1H), 8.56 (s, 1H), 8.03 (d, 1H), 7.62 (d, 1H), 7.43 (m, 2H), 7.04 (d, 1H), 4.32 
(s, 4H), 3.75 (s, 2H), 2.52 (m, 4H), 2.48 (m, 4H); ES-MS (m/z) 403 [M+l] + . 



25 



EXAMPLE 427 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N-(3-OXO-3 

PYRROLIDINYLPROPYL) CARBOXAMIDE 



30 




35 A. r3-(4-FluorophenviyiH-indazol-5-vni-N-(3-oxo-3-pwolidinvlpropvncarboxamide 
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To a solution containing Example 88 (0.155 g, 0.474 mmol) in tetrahydrofiiran (4 
mL) was added 1-hydroxybenzotriazole hydrate (0.192 g, 1.42 mmol) followed by l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.272 g, 1 .42 mmol) pyrrolidine (0.119 
mL, 1 .42 mmol) and N,N-dimethylfonnamide (2 mL). The solution was stirred for 16 h at room 
temperature. Water (40 mL) was added and the reaction mixture was extracted with ethyl acetate. 
The combined organic layers were dried over anhydrous sodium sulfate, filtered and evaporated. 
The residue was purified by preparative HPLC (10-90% acetonitrile/water). The pure fractions 
were basified with ammonium hydroxide, evaporated under reduced pressure, diluted with water 
and filtered which gave the title compound (0.120 g, 66% yield): *H NMR (DMSO-d 6 ) 8 13.50 (s, 
1H), 8.73 (t, 1H), 8.59 (s, 1H), 8.13 (AB quartet, 2H), 7.96 (d, 1H), 7.68 (d, 1H), 7.45 (t, 2H), 
3.57 (q, 1H), 3.46 (t, 1H), 3.35 (t, 2H), 2.62 (t, 1H), 2.56 (s, 1H), 1.90 (quartet, 1H), 1.80 
(quartet, 1H); ES-MS (m/z) 381 [M+lf. 

EXAMPLE 428 

SYNTHESIS OF 3-{[3^4-FLUOROPHENYL)(lH^^ 

METHYL PROP AN AMIDE 

H 




F 



A. 3- (f 3-f4-fluorophenvn( 1 H-indazol-5-vl%arbonvlaminol -N-methvl propanamide 

To a solution containing Example 88 (0.200 g, 0.61 1 mmol) in tetrahydrofiiran (5 
mL) was added 1-hydroxybenzotriazole hydrate (0.247 g, 1.83 mmol) followed by l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.351 g, 1.83 mmol), methyl amine (2 
M in tetrahydrofiiran; 0.915 mL, 1.83 mmol) and N,N-dimethylformamide (2 mL). The solution 
was stirred for 3 h at room temperature. Water (40 mL) was added and the reaction mixture was 
extracted with ethyl acetate. The combined organic layers were dried over anhydrous sodium 
sulfate, filtered and evaporated. The residue was purified by preparative HPLC (10-90% 
acetonitrile/water). The pure fractions were made basic with ammonium hydroxide, and the 
solution evaporated under reduced pressure, diluted with water and filtered to give the title 
compound (0.130 g, 63% yield): *H NMR (DMSO-d 6 ) 5 13.45 (s, 1H), 8.68 (t, 1H), 8.53 (s, 1H), 
8.07 (AB quartet, 2H), 7.90 (d, 1H), 7.84 (d, 1H), 7.62 (d, 1H), 7.39 (t, 2H), 3.49 (q, 1H), 3.33 
(s, 3H), 2.57 (d, 1H), 2.50 (m, 1H), 2.38 (t, 1H); ES-MS (m/z) 341 [M+lf. 
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EXAMPLE 47 Q 

SYNTHESIS OF 3-{[3-(4-FLUOROPHENYL)(lH-B^AZOI^5-YL)]CARBONYLAMINO} 

N,N-DIMETHYL PROPANAMIDE 



H3C 




10 



A. 



3-{r3-(4-Fluorophenvl)(lH-indazol-5-vnic a rb onv1aminn}-N.N-dimethv1propaiiamiH R 

To a solution containing Example 88 (0.200 g, 0.61 1 mmol) in tetrahydrofuran (5 
mL) was added 1-hydroxybenzotriazole hydrate (0.247 g, 1.83 mmol) followed by l-(3- 
dimemylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.351 g, 1.83 mmol), dimethyl amine ( 
M in tetrahydrofuran; 0.915 mL, 1.83 mmol) and N,N-dimethylformamide (2 mL). The solution 
15 was stirred for 3 h at room temperature. Water (40 mL) was added and the reaction mixture was 
extracted with ethyl acetate. The combined organic layers were dried over anhydrous sodium 
sulfate, filtered and evaporated. The residue was purified by preparative HPLC (10-90% 
acetonitrile/water). The pure fractions were basified with ammonium hydroxide, evaporated at 
reduced pressure, diluted with water and filtered to give the title compound (0.140 g, 65% yield): 
20 'H NMR (DMSO-d,) 8 13.43 (s, 1H), 8.66 (t, 1H), 8.53 (s, 1H), 8.07 (AB quartet, 2H), 7.90 (d, 
1H), 7.62 (d, 1H), 7.40 (t, 2H), 3.50 (q, 2H), 2.97 (m, 3H), 2.83 (m, 3H), 2.61 (t, 2H); ES-MS 
(m/z) 355 [M+1J*. 



25 



EXAMPLE 430 

SYNTHESIS OF 3-{[3-(4-FLUOROPHEl^)(lH-INDAZOL-5-YL)]CARBONYLAMINO}-N- 

(2-METHOXYETHYL)PROPANAMIDE 



H,C 



30 




A - 3- If 3-(4-Fluorophenvl Y 1 H -mdazol-5-vnicarbonvlammo > -N-f 2-mrtW vgtlwr 
propanamide 



35 
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To a solution containing Example 88 (0.200 g, 0.61 1 mmol) in tetrahydrofuran (5 
mL) was added 1-hydroxybenzotriazole hydrate (0.247 g, 1.83 mmol) followed by l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.351 g, 1.83 mmol), 2- 
methoxyethylamine (0.159 mL, 1.83 mmol) and N,N-dimethylformamide (2 mL). The solution was 
5 stirred for 3 h at room temperature. Water (40 mL) was added and the reaction mixture was 
extracted with ethyl acetate. The combined organic layers were dried over anhydrous sodium 
sulfate, filtered and evaporated. The residue was purified by preparative HPLC (10-90% 
acetonitrile/water). The pure fractions were basified with ammonium hydroxide, evaporated at 
reduced pressure, diluted with water and filtered which gave the title compound (0.143 g, 61% 
10 yield): »H NMR (DMSO-d 6 ) 5 13.42 (s, 1H), 8.66 (t, 1H), 8.52 (s, 1H), 8.07 (AB quartet, 2H), 
7.99 (t, 1H), 7.90 (d, 1H), 7.62 (d, 1H), 7.39 (t, 2H), 3.50 (q, 2H), 3.33 (s, 3H), 3.30 (m, 1H),' 
3.21 (m, 1H), 3.18 (d, 2H), 2.50 (m, 1H), 2.41 (t, 2H); ES-MS (m/z) 385 [M+l] + . 



EXAMPLE 437 
ASSAYS FOR MEASURING ACTIVITY OF COMPOUNDS 

The compounds of this invention may be assayed for their activity according to the 
following procedures. 

20 

JNK2 Assay 

To 10 uL of the test compound in 20% DMSO/80% dilution buffer consisting of 20 
mM HEPES (pH 7.6), 0.1 mM EDTA 2.5 mM magnesium chloride, 0.004% Triton xlOO, 2 
ug/mL leupeptin, 20 mM p-glycerolphosphate, 0.1 mM sodium vanadate, and 2 mM DTT in water 
is added 30 uL of 50 ng His6-JNK2 in the same dilution buffer. The mixture is preincubated for 30 
minutes at room temperature. Sixty microliter of 10 ug GST-c-Jun(l-79) in assay buffer consisting 
of 20 mM HEPES (pH 7.6), 50 mM sodium chloride, 0.1 mM EDTA, 24 mM magnesium 
chloride, 1 mM DTT, 25 mM PNPP, 0.05% Triton xlOO, 1 1 uM ATP, and 0.5 uCi y- 32 P ATP in 
water is added and the reaction is allowed to proceed for 1 hour at room temperature. The c-Jun 
phosphorylation is terminated by addition of 1 50 uL of 1 2.5% trichloroacetic acid. After 30 
minutes, the precipitate is harvested onto a filter plate, diluted with 50 uL of the scintillation fluid 
and quantified by a counter. The IC S0 values are calculated as the concentration of the test 
compound at which the c-Jun phosphorylation is reduced to 50% of the control value. Preferred 
compounds of the present invention have an IC S0 value ranging 0.01 - 1 0 uM in this assay. 
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JNK3 Assay 

To 10 uL of the test compound in 20% DMSO/80% dilution buffer consisting of 20 
mM HEPES (pH 7.6), 0.1 mM EDTA, 2.5 mM magnesium chloride, 0.004% Triton xlOO, 2 
ug/mL leupeptin, 20 mM p-glycerolphosphate, 0.1 mM sodium vanadate, and 2 mM DTT in water 
5 is added 30 uL of 200 ng His6-JNK3 in the same dilution buffer. The mixture is preincubated for 
30 minutes at room temperature. Sixty microliter of 10 ug GST-c-Jun(l-79) in assay buffer 
consisting of 20 mM HEPES (pH 7.6), 50 mM sodium chloride, 0. 1 mM EDTA, 24 mM 
magnesium chloride, 1 mM DTT, 25 mM PNPP, 0.05% Triton xlOO, 11 uM ATP, and 0.5 uCi y- 
P ATP in water is added and the reaction is allowed to proceed for 1 hour at room temperature. 
10 The c-Jun phosphorylation is terminated by addition of 150 jiL of 12.5% trichloroacetic acid. After 
30 minutes, the precipitate is harvested onto a filter plate, diluted with 50 jiL of the scintillation 
fluid and quantified by a counter. The IC 50 values are calculated as the concentration of the test 
compound at which the c-Jun phosphorylation is reduced to 50% of the control vahie. Preferred 
compounds of the present invention have an IC 50 value ranging 0.01 - 10 ^M in this assay 

15 

Jurkat T-cell 11-2 Production Assay 

Jurkat T cells (clone E6-1) are purchased from the American Tissue Culture 
Collection and maintained in growth media consisting of RPMI 1640 medium containing 2 mM L- 
glutamine (Mediatech), with 10% fetal bovine serum (Hyclone) and penicillin/streptomycin. All 
20 cells are cultured at 37 °C in 95% air and 5% C0 2 . Cells are plated at a density of 0.2 x 10 6 cells 
per well in 200 jiL of media. Compound stock (20 mM) is diluted in growth media and added to 
each well as a 1 Ox concentrated solution in a volume of 25 \iL, mixed, and allowed to pre-incubate 
with cells for 30 minutes. The compound vehicle (dimethylsulfoxide) is maintained at a final 
concentration of 0.5% in all samples. After 30 minutes the cells are activated with PHA (phorbol 

Of 

myristate acetate; final concentration 50 ug/mL) and PHA (phytohemagglutinin; final 
concentration 2 jig/mL). PMA and PHA are added as a 1 Ox concentrated solution made up in 
growth media and added in a volume of 25 ^iL per well. Cell plates are cultured for 10 hours. Cells 
are pelleted by centrifiigation and the media removed and stored at -20 °C. Media aliquots are 
analyzed by sandwich ELISA for the presence of IL-2 as per the manufacturers instructions 
(Endogen). The IC 50 values are calculated as the concentration of the test compound at which the 
11-2 production was reduced to 50% of the control value. Preferred compounds of the present 
invention have an IC 50 value ranging 0.1-30 uM in this assay. 

Rat in vi vo LPS-induced TNF-a Production Assay 

35 
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Male CD rats procured from Charles River Laboratories at 7 weeks of age were 
allowed to acclimate for one week prior to use. A lateral tail vein was cannulated percutaneously 
with a 22-gage over-the-needle catheter under brief isoflurane anesthesia. Rats were administered 
test compound either by intravenous injection via the tail vein catheter or oral gavage 15 to 180 
5 min prior to injection of 0.05 mg/kg LPS (E. Coli 055 :BS). Catheters were flushed with 2.5 mL/kg 
of normal injectable saline. Blood was collected via cardiac puncture 90 minutes after LPS 
challenge. Plasma was prepared using lithium heparin separation tubes and frozen at -80 °C until 
analyzed. TNF-a levels were determined using a rat specific TNF-a ELISA kit (Biosource). The 
ED 50 values are calculated as the dose of the test compound at which the TNF-a production is 
^reduced to 50% of the control value. Preferred compounds of the present invention have an ED 50 
value ranging 1-30 mg/kg in this assay. 

EXAMPLE 438 
ACTIVITY OF REPRESENTATIVE COMPOUNDS 

15 

Representative compounds of this invention were assayed for their ability to inhibit, for 
example, JNK2 by the assays set forth in Example 437. As noted above, preferred compounds of 
this invention have an IC 50 value ranging 0.01 - 10 jiM in the above assays. 

To this end, compounds having an IC 50 value in the JNK2 assay of 10 jiM or less include 
20 the compounds of Examples 5-8, 10-14, 16-23, 25-28, 34-39, 42-44, 45-46, 49-55, 57, 59, 61- 
122, 124, 127-129, 131, 134-136, 139-142, 144-187 ; 189-220, 222-233,235-249, 251-269, 271, 
274, 278, 280-314, 316-355, 357-361, 363-399, 404-405, 407-420 and 422-426. 

Preferred compounds of this invention have an IC 50 value in the JNK2 assay of 1 \iM or 
less, and include the compounds of Examples 6, 11, 13-14, 16-20, 38, 44-45, 50-55, 57, 59, 61-63^ 
25 65, 68-74, 80-81, 84-85, 87-97, 99, 101, 105-107, 109-122, 124, 127-129, 131, 140, 147, 149- . 
151, 153-155, 157-162, 164-187, 189-220, 222-233, 236-248, 251-258, 260-269, 271, 274-278, 
280-314, 316-355, 357-361, 363-399, 404-405, 407-420 and 422-426. 

More preferred compounds of this invention have an IC 50 value in the JNK2 assay of 0.5 
^iM or less, and include the compounds of Examples 69, 70, 118-119, 162, 164, 166, 167-171, 
30 173-176, 178, 199, 207-209, 211, 215-216, 219-220, 222, 224-226, 229-231, 236-237, 246, 253, 
257-258, 260-263, 266-268, 271, 275, 285-286, 289, 292, 295-297, 299, 301, 306, 308-311, 314, 
316-320, 327-335, 337, 340, 342, 353, 357-361, 363, 365, 367-372, 381-384, 386-399, 412, 414, 
417-419, 422 and 424-425. 

It will be appreciated that, although specific embodiments of the invention have 

or 

been described herein for purposes of illustration, various modifications may be made without 
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departing from the spirit and scope of the invention. Such modifications are intended to fall within 
the scope of the appended claims. 

A number of references have been cited, the entire disclosures of which are 
incorporated herein by reference. 
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" or a pharmaceutically acceptable salt thereof, wherein: 

A is a direct bond, -(CH^-, -(CU^CH^CHiCH^-, or <CRJ b C=C(CHJ e -i 
R, is aryl, heteroaryl or heterocycle fused to phenyl, each being optionally 

substituted with one to four substituents independently selected from R 3 ; 
R 2 is -R 3 , -R 4 , -(CH^CC^Rj, -(CH^C^OOR,, -(CH 2 ) i C(=0)NR 5 R 6 , 
-(CH 2 ).C(=0)NR 5 (CH 2 ) c C(=0)R 6 , -(CHJ^CCO)^, 
-(CH,) t NR 5 C(=0)NR 6 R 7 , -(CH^.NRjR,, -(CH^ORj, 
-(CH^O^ or -(CH^SOjNRjR,. 
a is 1.2, 3,4, 5 or6; 

b and c are the same or different and at each occurrence independently selected 

fromO, 1,2, 3 or 4; 
d is at each occurrence 0, 1 or 2; 

R 3 is at each occurrence independently halogen, hydroxy, carboxy, alkyl, alkoxy, 

haloalkyl, acyloxy, thioalkyl, sulfinylalkyl, sulfonylalkyl, hydroxyalkyl, aryl, 
substituted aryl, arylalkyl, substituted arylalkyl, heterocycle, substituted 
heterocycle, heterocyclealkyl, substituted heterocyclealkyl, -C(=0)OR 8 , 
-C(=0)R 8 , -C(0)NR s R 9 , -CK^NRgOR,, -SC^NRgR,, -NR 8 S0 2 R» -CN, 
-N0 2 , -NRgR,, -NR s C(=0)R» -NR 8 C(=0)(CH 2 ) 6 OR,, -NRgC^OXCH,)^, 
-0(CH 2 ) z >IR s R 9 , or heterocycle fused to phenyl; 
R 4 is alkyl, aryl, arylalkyl, heterocycle or heterocyclealkyl, each being optionally 

substituted with one to four substituents independently selected from R 3 , or 
R 4 is halogen or hydroxy; 
R5, Reand R 7 are the same or different and at each occurrence independently 

hydrogen, alkyl, aryl, arylalkyl, heterocycle or heterocyclealkyl, wherein 
each of R s , R^ and R 7 are optionally substituted with one to four substituents 
independently selected from R 3 ; and 
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R 8 and are the same or different and at each occurrence independently hydrogen, 
alkyl, aryl, arylalkyl, heterocycle, or heterocyclealkyl, or R 8 and taken 
together with the atom or atoms to which they are bonded form a 
heterocycle, wherein each of R 8 , R,, and R 8 and R, taken together to form a 
heterocycle are optionally substituted with one to four substituents 
independently selected from R 3 
with the proviso that: 

when A is a direct bond and R, is phenyl, 

R 2 is not methyl, methoxy, C(=0)CH 3 or C(=0)H; 
when A is a direct bond and Rj is 4-Me-phenyl, 

R 2 is not methyl; 
when A is a direct bond and R Y is 4-F-phenyl, 

R 2 is not trifluoromethyl; 
when A is a direct bond or -OC- and R, is phenyl, 

R 2 is not -COOEt; and 

when A is a direct bond and R„ is 6,7-dimethoxyisoquinolin-l-yl, 
R 2 is not hydroxy. 

2. The compound of claim 1 wherein: 

R 2 is -R 4 , -(CH 2 ),C(=0)R 5 , -(CH 2 ),C(=0)OR5, -(CH 2 ),C(=0)NR 5 R 6 , 
-(CH 2 ),C(=0)NR 5 (CH 2 ) c C(=0)R 6 , -(CH^^C^R,, 
-(CH 2 ),NR 5 C(=0)NR 6 R 7 , -(CH.y^R,, -(CH 2 ),OR 5 , -(CH 2 ),SO,R 5 or 
-(CH^SO^R,. 



35 



3. The compound of claim 1 wherein A is a direct bond. 

4. The compound of claim 1 wherein A is -(CH^-. 

5. The compound of claim 1 wherein A is -(CH 2 )^CH=CH(CH 2 ) C -. 

6. The compound of claim 1 wherein A is -(CH 2 ) 6 C=C(CH 2 ) C -. 

7. The compound of claim 1 wherein Rj is aryl optionally substituted with one 
to four substituents independently selected from R 3 . 
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8. The compound of claim 1 wherein R, is heteroaryl optionally substituted 
with one to four substituents independently selected from R 3 . 

9. The compound of claim 1 wherein R, is heterocycle fused to phenyl 
5 optionally substituted with one to four substituents independently selected from R 3 . 

10. The compound of claim 1 wherein R 2 is -(CH 2 )^C(=0)R5. 



10 



15 



20 



1 1 . The compound of claim 1 wherein R 2 is -(CH 2 ) 6 C(=0)NR 5 R 6 . 

12. The compound of claim 1 wherein R 2 is -(CH 2 )^NR 5 C(=0)R 6 . 

1 3 . The compound of claim 1 wherein R 2 is -(CH 2 ) 6 NR 5 R 6 . 

14. The compound of claim 1 wherein R 2 is R 4 . 

1 5. The compound of claim 14 wherein R 4 is substituted alkyl. 

1 6. The compound of claim 14 wherein 1^ is substituted arylalkyl. 

1 7. The compound of claim 14 wherein R 4 is substituted heterocycle. 

1 8 . The compound of claim 1 4 wherein R 4 is 3 -triazolyl, optionally substituted 
at its 5-position with: 

25 

(a) a C r C 4 straight or branched chain alkyl group optionally substituted with a 
hydroxyl, methylamino, dimethylamino or 1-pyxrolidinyl group; or 

(b) a 2-pyrrolidinyl group. 

19. The compound of claim 14 wherein R4 is tetrazole. 

30 

20. The compound of claim 14 wherein R 4 is imidazole. 

21. A composition comprising the compound of claim 1 and a pharmaceutically 
acceptable carrier. 

35 
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22. A method for treating a condition responsive to JNK inhibition, comprising 
administering to a patient in need thereof an effective amount of a compound having the structure: 



5 




or a pharmaceutical^ acceptable salt thereof, 
*0 wherein: 

A is a direct bond, -(CH 2 ) fl -, -(CR 2 ) b CH=CH(Caj c -, or -(CH 2 ) 6 C=C(CH 2 ) C -; 
R, is aryl, heteroaryl or heterocycle fused to phenyl, each being optionally 

substituted with one to four substituents independently selected from R 3 ; 
R 2 is -R 3 , -R 4 , -(CH 2 ) d C(=0)R 5 , -(CH 2 ),C(=0)OR5, -(CH^CC^NRsR,, 
15 KCH^CC^NRsCCH^CC^OR,, -(CH^^CC^R,, 

•(CH 2 ) i ,NR 5 C(=0)NR 6 R 7 , -(CH 2 ),NR 5 R 6 , -(CH^ORs, 
-(CH^SO^ or -(CH 2 ),S0 2 NR 5 R 6; 
a is 1,2, 3,4, 5 or 6; 

b and c are the same or different and at each occurrence independently selected 
20 fromO, 1,2, 3 or 4; 

d is at each occurrence 0, 1 or 2; 

R 3 is at each occurrence independently halogen, hydroxy, carboxy, alkyl, alkoxy, 

haloalkyl, acyloxy, thioalkyl, sulfinylalkyl, sulfonylalkyl, hydroxyalkyl, aryl, 
substituted aryl, arylalkyl, substituted arylalkyl, heterocycle, substituted 
25 heterocycle, heterocyclealkyl, substituted heterocyclealkyl, -C(=0)OR 8 , - 

OC(=0)R 8 , -C(=0)NR 8 R9, -C^NRgOR,, -SO.NRgR,, -NRgSO^, -CN, 
-N0 2 , -NRgR^, -NR 8 C(=0)R9, -NRgCC^CCH^OR,, -NRgCC^DXCH,)^, 
-0(CH 2 ) 6 NR 8 R9, or heterocycle fused to phenyl; 
R 4 is alkyl, aryl, arylalkyl, heterocycle or heterocyclealkyl, each being optionally 
30 substituted with one to four substituents independently selected from R 3 , or 

R 4 is halogen or hydroxy; 
R 5 , R^ and R 7 are the same or different and at each occurrence independently 

hydrogen, alkyl, aryl, arylalkyl, heterocycle or heterocyclealkyl, wherein 
each of R 5 , R* and R 7 are optionally substituted with one to four substituents 
35 independently selected from R 3 ; and 
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R 8 and R<> are the same or different and at each occurrence independently hydrogen, 
alkyl, aryl, arylalkyl, heterocycle, or heterocyclealkyl, or R 8 and R, taken 
together with the atom or atoms to which they are bonded form a 
heterocycle, wherein each of R 8 , R,, and R, and R, taken together to form a 
heterocycle are optionally substituted with one to four substituents 
independently selected from R 3 . 

23. The method of claim 22 wherein: 

R 2 is -R 4 , -(CH 2 ) 6 C(=0)R 5 , -(CH 2 ) 6 C(=0)OR 5 , -(CH 2 ) 6 C(=0)NR 5 R 6 , 
-(CH^CC^l^CCH^CCK))^, -(CHANRjCC^R,, 
-(CH 2 ) 4 NR 5 C(=0)NR 6 R 7J -(CH^^R,, -(CH^OR,, -(CE^SO^ or 
-(CH^SCySIRjR,;. 



15 



24. The method of claim 22 wherein the condition i 



is cancer. 



25 . The method of claim 22 wherein the condition is rheumatoid arthritis; 
rheumatoid spondylitis; osteoarthritis; gout; asthma, bronchitis; allergic rhinitis; chronic obs'tructive 
pulmonary disease; cystic fibrosis; inflammatory bowel disease; irritable bowel syndrome; mucous 

^ colitis; ulcerative colitis; Crohn's disease; Huntington's disease; gastritis; esophagitis; hepatitis; 
pancreatitis; nephritis; multiple sclerosis; endotoxin shock; lupus erythematosus; Type II diabetes; 
psoriasis, bum caused by exposure to fire, chemicals or radiation; eczema; dermatitis; skin graft; ' 
ischemia; ischemic conditions associated with surgery or traumatic injury; cachexia or angiogenic 
and proliferative diseases. 

25 

26. The method of claim 22 wherein the condition is atherosclerosis, restenosis 
following angioplasty, left ventricular hypertrophy, or myocardial infarction. 



30 



27. The method of claim 22 wherein the condition is stroke or ischemic 
damages of heart, lung, gut, kidney, liver, pancreas, spleen or brain. 

28. The method of claim 22 wherein the condition is acute or chronic organ 
transplant rejection, preservation of the organ for transplantation, graft versus host disease or 
multiple organ failure. 



35 
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29. The method of claim 22 wherein the condition is epilepsy, Alzheimer's 
disease, or Parkinson's disease. 

30. The method of claim 22 wherein the condition is an immunological response 
^ to bacterial or viral infection. 

3 1 . The method of claim 22 wherein the condition is solid tumor or cancers of a 
variety of tissues such as colon, rectum, prostate, liver, lung, bronchus, pancreas, brain, head, 
neck, stomach, skin, kidney, cervix, blood, larynx, esophagus, mouth, pharynx, urinary bladder, 
ovary or uterine. 

32. The method of claim 22 wherein A is a direct bond. 

33. The method of claim 22 wherein A is -(CH 2 ) a -. 

34. The method of claim 22 wherein A is -(CH2) 6 CH=CH(CH 2 V. 

35 . The method of claim 22 wherein A is -(CH^C = C( CH^-. 

* 

36. The method of claim 22 wherein Rj is aryl optionally substituted with one to 
four substituents independently selected from R 3 . 



15 



20 



37. The method of claim 22 wherein R, is heteroaryl optionally substituted with 
2^ one to four substituents independently selected from R 3 . 

38. The method of claim 22 wherein R! is heterocycle fused to phenyl optionally 
substituted with one to four substituents independently selected from R 3 . 

3Q 39. The method of claim 22 wherein R 2 is -(CH^C^O^. 

40. The method of claim 22 wherein R 2 is -(CU^C^OyNR^ 



4 1 . The method of claim 22 wherein R 2 is -(CH 2 )NR 5 C(=0)R 6 . 
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42. The method of claim 22 wherein R 2 is -(CH,)^^. 

43. The method of claim 22 wherein R, is R 4 . 

44. The method of claim 43 wherein R 4 is substituted alkyl. 

45 . The method of claim 43 wherein R 4 is substituted arylalkyl. 

46. The method of claim 43 wherein R 4 is substituted heterocycle. 

47. The method of claim 43 wherein R, is 3-triazolyl, optionally substituted at 
its 5-position with: 

(a) a C,-C 4 straight or branched chain alkyl group optionally substituted with a 
hydroxyl, mefoylamino, dimethylamino or 1-pyn-olidinyl group; or 

(b) a 2-pyrrolidinyl group. 

48. The method of claim 43 wherein R 4 is tetrazole. 

49. The method of claim 43 wherein R 4 is imidazole. 

50. A method for treating or preventing rheumatoid arthritis; rheumatoid 
spondylitis; osteoarthritis; gout; asthma, bronchitis; allergic rhinitis; chronic obstructive pulmonary 
dzsease; cystic fibrosis; inflammatory bowel disease; irritable bowel syndrome; mucous colitis- 

^ ulcerative colitis; Crohn's disease; Huntington's disease; gastritis; esophagitis; hepatitis; 

pancreatitis; nephritis; multiple sclerosis; lupus erythematosus; Type H diabetes; atherosclerosis; 
restenosis following angioplasty; left ventricular hypertrophy; myocardial infarction; stroke; 
ischemic damages of heart, lung, gut, kidney, liver, pancreas, spleen and brain; acute or chronic 
organ transplant rejection; preservation of an organ for transplantation; graft versus host disease; 

^ endotoxin shock; multiple organ failure; psoriasis; bum caused by exposure to fire, chemicals, or 
radiation; eczema; dermatitis; skin graft; ischemia; ischemic conditions associated with surgery or 
traumatic injury, epilepsy; Alzheimer's disease; Parkinson's disease; immunological response to 
bacterial or viral infection; cachexia; angiogenic and proliferative dieseases; solid tumor; and 
cancers of a variety of tissues such as colon, rectum, prostate, liver, lung, bronchus, pancreas, 
brain, head, neck, stomach, skin, kidney, cervix, blood, larynx, esophagus, mouth, pharynx, urinary 
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bladder, ovary, or uterine comprising administering to a patient in need of such treatment or 
prevention an effective amount of a compound having the structure: 




or a pharmaceutically acceptable salt thereof, 
wherein: 
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A is a direct bond, -(CH^-, -(CH^CH-CHCCH^-, or -(CHJ b C=C(CHJ-; 
R, is aryl, heteroaryl or heterocycle fused to phenyl, each being optionally 

substituted with one to four substituents independently selected from R 3 ; 
R, is -R 3 , -R,, -(CH^Q^Rj, -(CH 2 ),C(=0)OR 5 , -(CH^C^NR^, 
-(CH^^C^NR^CHACC^R,, -(CH^^C^R^, 
-(CH 2 ) A NR 5 C(=0)NR 6 R 7 , -(CH 2 ),NR 5 R 6 , -(CH 2 ) 6 OR 5 , 
-(CH^SO^ or -(CH^SOjNR^ 
a is 1,2,3,4, 5 or 6; 

b and c are the same or different and at each occurrence independently selected " 

from 0, 1,2, 3 or 4; 
d is at each occurrence 0, 1 or 2; 

R 3 is at each occurrence independently halogen, hydroxy, carboxy, alkyl, alkoxy, 

haloalkyl, acyloxy, thioalkyl, sulfinylalkyl, sulfonylalkyl, hydroxyalkyl, aryl, 
substituted aryl, arylalkyl, substituted arylalkyl, heterocycle, substituted 
heterocycle, heterocyclealkyl, substituted heterocyclealkyl, -C(=0)OR g , - 
OC(=0)R s , -C(=0)NR 8 R 9 , -C(=O)NR 8 0R 9 , -SC^NRgR,, -NR.SO^ -CN, 
-N0 2 , -NRgR,, -NR 8 C(=0)R9, -NRgC^OXCH^OR,, -NRgC^OXCH,),^, 
-OCCH^^NRgR,, or heterocycle fused to phenyl; 

R, is alkyl, aryl, arylalkyl, heterocycle or heterocyclealkyl, each being optionally 
substituted with one to four substituents independently selected from R, or 
R 4 is halogen or hydroxy; 

R 5 , R 6 and R 7 are the same or different and at each occurrence independently 

hydrogen, alkyl, aryl, arylalkyl, heterocycle or heterocyclealkyl, wherein 
each of Rj, R 6 and R 7 are optionally substituted with one to four substituents 
independently selected from R 3 ; and 
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R 8 and R, are the same or different and at each occurrence independently hydrogen, 
alkyl, aryl, arylalkyl, heterocycle, or heterocyclealkyl, or R 8 and R, taken 
together with the atom or atoms to which they are bonded form a 

h of ^^gj R>, and R 8 and R, taken together to form a 
heterocycle are optionally substituted with one to four substituents 
independently selected from R 3 . 

51. The method of claim 50 wherein: 

R 2 is -R 4 , -(CH 2 ),C(=0)R 5 , -(CH 2 ) 6 C(=0)OR 5 , -(CH 2 ) 4 C(=0)NR 5 R 6 , 
-(CH 2 ),C(=0)NR 5 (CH 2 ) c C(=0)R 6 , -(Ciy^C^R,, - 
-(CH 2 )^C(=0)NR^ 7 , -(CH.^R,, -(CH^ORs, -(CHASO^ or 
-(CHASO^R,. 

52. The method of claim 50 wherein A is a direct bond. 

53. The method of claim 50 wherein A is -(CH^-. 
54. 



20 



55. 



56. 



The method of claim 50 wherein A is -(CHJ b CH=CR(CHJ c -. 

The method of claim 50 wherein A is -(CH 2 ) 6 C = C(CH 2 ) C -. 

The method of claim 50 wherein R, is aryl optionally substituted with one to 
four substituents independently selected from R 3 . 

25 

57. The method of claim 50 wherein R, is heteroaryl optionally substituted with 
one to four substituents independently selected from R 3 . 

58. The method of claim 50 wherein R, is heterocycle fused to phenyl optionally 
30 substituted with one to four substituents independently selected from R,. 

59. The method of claim 50 wherein R 2 is -(CH 2 ) fc C(=0)R 5 . 

60. The method of claim 50 wherein R 2 is -(CH^CC^NR^. 

35 
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6 1 . The method of claim 50 wherein R 2 is -(CH^NI^C^)!^. 

62. The method of claim 50 wherein R 2 is -(CH^^NR^. 



63. The method of claim 50 wherein R, is R A . 



64. The method of claim 63 wherein R 4 is substituted alkyl. 

65. The method of claim 63 wherein R 4 is substituted arylalkyl. 

66. The method of claim 63 wherein R 4 is substituted heterocycle. 



67. The method of claim 63 wherein R 4 is 3-triazolyl, optionally substituted at 
its 5 -position with: 

( a ) a c rC 4 straight or branched chain alkyl group optionally substituted with a 
hydroxyl, methylamino, dimethylamino or 1-pyrrolidinyl group; or 

(b) a 2-pyrrolidinyl group. 

68. The method of claim 63 wherein R 4 is tetrazole. 

20 

69. The method of claim 63 wherein R 4 is imidazole. 

70. The compound of claim 1 , wherein -A-R, is phenyl, optionally substituted 
with one to four substituents independently selected from halogen, alkoxy, -NR 8 C(=0)R„ 

25 -C(=0)NR 8 R9, and -CXCH^^NRgR,, wherein b is 2 or 3 . 

7 1 . The compound of claim 1 , wherein R 2 is -(CH^C^CONRjRg, 
-(CH 2 y»lR 3 C(=OJR 6 , 3-triazolyl or 5-tetrazolyl, wherein b is 0. 



30 



72. The compound of claim 1 , wherein R 2 is 3-triazolyl or 5-tetrazolyl. 



73. The compound of claim 1, wherein: 

(a) -A-R, is phenyl, optionally substituted with one to four substituents 
independently selected from halogen, alkoxy, -NR 8 C(=0)R 9 , -C(=0)NR 8 R5, 
35 and -OCCH^jNRgR, wherein b is 2 or 3; and 
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(b) R 2 is -(CH^CC^NR^, -(Ciy^C^O)^, 3-triazolyl or 5-tetrazolyl, 
wherein b is 0.. 

74. The compound of claim 1, wherein 

(a) -A-R, is phenyl, optionally substituted with one to four substituents 
independently selected from halogen, alkoxy, -NR g C(=0)R9, -C(=0)NR 8 R 9 , 

and -OCCH^NRgR,, wherein b is 2 or 3; and 

(b) R 2 is 3-triazolyl or 5-tetrazolyl. 

75 - 7116 method of claim 22 > wher ein -A-R, is phenyl, optionally substituted 
with one to four substituents independently selected from halogen, alkoxy, -NR^^R, 
" < -(=0)NR 8 R 9 , and -OCCH^^NRgR,, wherein b is 2 or 3. 

76 - The method of claim 22, wherein R 2 is -(CH^C^CONRsRg, 
-(CH 2 ) ft NR 5 C(=0)R 6 , 3-triazolyl or 5-tetrazolyl, wherein b is 0. 



77. 



The method of claim 22, wherein R 2 is 3-triazolyl or 5-tetrazolyl. 



78. The method of claim 22, wherein- 

20 

(a) -A-R, is phenyl, optionally substituted with one to four substituents 
independently selected from halogen, alkoxy, -NR 8 C(=0)R 9 , -C^ONR^, 

and -OCCHy^NRgR,, wherein b is 2 or 3; and 

(b) R 2 is -(CH 2 ) 6 C(=0)NR 5 R 65 -(CH 2 ) 6 NR 5 C(=0)R 6 , 3-triazolyl or 5-tetrazolyl 

wherein b is 0. 

25 

79. The method of claim 22, wherein 

(a) -A-R, is phenyl, optionally substituted with one to four substituents 
independently selected from halogen, alkoxy, -NR 8 C(=0)R<„ -C(=0)NR 8 R» 

and -OCCKy^NRgR,, wherein b is 2 or 3 : and 

30 

(b) R 2 is 3-triazolyl or 5-tetrazolyl. 

80. The method of claim 50, wherein -A-R, is phenyl, optionally substituted 
with one to four substituents independently selected from halogen, alkoxy, -NR 8 C(=0)R 9 , 
-C(=0)NR 8 R 9 , and -OCCH^^NRgR,, wherein b is 2 or 3. 

35 
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<nu un, _ 8 1 ' meth ° d ° f Claim 5 °' Wherein * 2 is -(CH^CC^NR^, 

-C^H^^NRjCC-O)^, 3-triazolyl or 5-tetrazolyl, wherein b is 0. 



82. 



The method of claim 50, wherein R 2 is 3-triazolyl or 5-tetrazolyl. 



83. The method of claim 50, wherein: 

(a) -A-R t is phenyl, optionally substituted with one to four substituents 
independently selected from halogen, alkoxy, -NR^OR,, -C(=0)NR R, 
and -0(CH 2 ) A NR g R 9 , wherein 6 is 2 or 3: and 8 

10 

wherein * is 0 " ^H^C^ 3-triazo,* or 5 . tetra2olyl , 

84. The method of claim 50, wherein: 

(a) -A-R, is phenyl, optionally substituted with one to four substituents 
independently selected from halogen, alkoxy, -NR 8 C0=O)R,, -C(=0)NR R. 

and -0(CH 2 ) 6 NR 8 R 9t wherein b is 2 or 3; and 8 

(b) R 2 is 3-triazolyl or 5-tetrazolyl. 

20 hf1 U1 85 ' ^^P 0 ^ of claim 18 whereinR, is methyl, n-propyl, isopropyl 1- 
hydroxyethyl, 3-hydroxypropyl, methylaminomethyl, dimethylaminomethyl 1 
(dimethylamino)ethyl, 1 -pyrrolidinylmethyl or 2-pyrrohdinyl. 



86. 



, j ^ , meth ° d ° fclahn 47 whe ^in R 4 is methyl, n-propyl, isopropyl 1- 

(dimethylamino)ethyl, 1 -pyrrolidinylmethyl or 2-pyrrolidinyl. 

87. The method of claim 67 wherein R 4 is me thyl, n-propyl, isopropyl 1- 
hydroxyethyl, 3-hydroxypropyl, methylaminomethyl, dimemylaminomethyl 1- 
^ (dimemylamino)ethyl, 1 -pyrrolidinylmethyl or 2-pyrrohdinyl. 



35 
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was dried over sodium sulfate and evaporated to dryness. The title compound was purified 
by column chromatography (Si0 2 , 25% ethyl acetate in hexanes) (0.370 g, 84%): ES-MS 
(m/z) 489 [M+Na], 467 [M+H]\ 

5 C. N-r3-(5-2H- 1 ^J^-Tetrazol^-vDaH-indazole-S^vl^phenvl^- 
phenoxypropanamide 

To a solution of N-[3-(5-cyano-l-perhydro-2H-pyran-2-yl(lH-indazole-3- 
yl))phenyl]-2-phenoxypropanamide (0.370 g, 0.79 mmol) in toluene (10 mL) was added 
azidotributyltin (0.952 mL, 3.48 mmol). -The reaction mixture was stirred overnight at reflux 

10 temperature of the solvent. Volatile materials were removed under reduced pressure. The 
oily residue was dissolved in 20 mL of toluene and HC1 gas was bubbled through the 
solution for 20 min. The suspension was stirred at room temperature for 12 hours. The solid 
was decanted and washed 3 times with small portions of toluene. The crude product was 
purified by preparatory HPLC (1 5-80% acetonitrile in water) (0. 1 07 g, 32 % yield over 2 

15 steps): 'H NMR (CD 3 OD) S 8.7 (s, 1H), 8.2 (s, 1H), 8.1 (d, 1H), 7.8 (t, 1H), 7.7 (d ? 2H), 
7.5 (t, 1H), 73 (t, 2H), 7.0 (d, 2H), 6.9 (t, 1H), 1.6 (d,3H); ES-MS (m/z) 426 [M+H]t. 

EXAMPLE 223 
SYNTHESIS OF 3-(3ADEVKTHOXYPHEN^ 




H 3 C 



A. 3-(3.4-DimethoxvphenvlVl-perh^ 

30 To a solution of 3-bromo-l -perhydro-2H-pyran-2-yl-lH-indazole-5- 

carbonitrile (1.0 g, 0.327 mmol) in ethylene glycol dimethylether (35 mL) was added 3,4- 
dimethoxyphenyl boronic acid (892 mg, 4.9 mmol), potassium phosphate (6.9 g, 33 mmol), 
and [l,r-bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) (267 mg, 
0.33 mmol). The reaction was heated to reflux for 12 hours when the solvent was removed 

35 under vacuo and the crude reaction mixture subjected to chromatography on silica gel 



|t>6 
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eluting with 25% ethyl acetate/hexane to give the title compound (550 mg, 46% yield). ES- 
MS (m/z) 364 [M+l] + . 

B. 3-(3.4-DimethoxvphenvlVlH-indazQ le-5-carbonitrile 

To a solution of 3-(3Adimethoxyphenyl)-l-perhydro-2H-pyran-2-yl-lH- 
indazole-5-carbonitrile (550 mg, 1.51 mmol) in methanol (30 mL) was added 6 N HC1 (30 
mL). The solution was stirred at room temperature for 3 hours when water (80 mL) was 
added and the suspension filtered to give after drying, the title compound (390 mg, 93% 
yield). ES-MS (m/z) 280 [M+l] + . 



10 



C. 3-C3 ,4-DimethoxvDhenvlV 1 H-indazole-5-carboxamide 

To a solution of 3-(3,4-dimemoxyphenyl)-lH-indazole-5-carbonitrile (200 
mg, 0.72 mmol) in ethanol (3.5 mL) was added 6 N NaOH (0.5 mL) followed by Ji 2 0 2 (2.0 
mL of a 30% solution). The solution was heated to 45 °C for 1 hour when water (80 mL) 
1 5 was added and the pH adjusted to <1 with 3 N HC1. The reaction was then filtered and the 
product dried to give the title compound (180 mg, 61 mmol, 84% yield). J H NMR (DMSO- 
de) 6 13.3 (s, 1H), 8.59 (s, 1H), 8.12 (br s, 1H), 7.92 (d, 1H), 7.6-7.5 (m, 2H), 7.52 (s, 1H), 
7.3 (br s, 1H), 7.13 (d, 1H), 3.87 (s, 3H), 3.84 (s, 3H); ES-MS (m/z) 298 [M+l] + . 

20 ' EXAMPLE 224 

SYNTHESIS OF N-[3-(5-(2H-l,2,3,4-TETILAZOL-5-YL)(lH-INDAZOL-3- 

YL))PHENYL]-3 -PIPERIDYLPROP AN AMIDE 



25 




30 

A. N-f3-(-5-CvaT>o-l-perhvdro-2H-Pvran-2-vl(lH-in dazol-3-vmphenvn-3- 

piperidvlpropanamide 

The title compound was prepared as described in example 222B using 3-(3- 
ammophenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.300 g, 0.94 mmol) in 
35 dichloromethane (10 mL), 1-piperidinepropionic acid (0.162 g, 1.034 mmol) and l-(3- 
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dimethylam inopropyl)- 3 -ethylcarbodiimide hydrochloride (0.216 g, 1.13 mmol). The product 
was used without chromatographic purification (0.362 g, 84%): ES-MS (m/z) 458 [M+H] + . 

B. N-f3-(5-( 211- 1 .23,4^Tetra2ol^5-vlVlH4ndazol-3~vmphenvlV3- 

5 piperidvlpropanamide 

The title compound was prepared according to the procedure described for 
the preparation of compound 222 C using N-[3-(5-cyano-l -perhydro-2H-pyran-2-yl(lH~ 
indazol-3-yl))phcnyl]-3-piperidylpropanamide (0.362 g, 0.74 mmol) in toluene (8 mL) and 
azidotributyltin (0.477 mL, 1 .74 mmol). The product was purified by preparatory HPLC 

10 (15-80% acetonitrilc in water) (0.077 g, 25 % yield over 2 steps): 'H NMR (CD 3 OD) 5 8.7 
(s, 1H), 8.2 (s, 1H), 8.1 (d, 1H), 7.78 (d, 1H), 7.74 (d, 2H), 7.64 (d, 1H), 7.5 (s, 1H), 3.2 (t, 
2H), 3.0 (br s, 4H), 2.8 (t, 2H), 1.8 (quint, 4H), 1.6 (m, 2H); ES-MS (m/z) 417 [M+H] + . 

EXAMPLE 225 

1 5 SYNTHESIS OF N-[3-(5-(2H-l ,2,3,4-TETRAZOL-5-YL)(lH-lNDAZOL-3- 

YL))PHENYL]-2-FURYLCARBOXAMIDE 



20 




A. N-f3-( 5-Cvano- 1 -perhvdro-2H-pvran-2-vl( lH~indazol-3-vrnphenvl1-2- 
25 furvlcarboxamide 

To a solution of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole- 
5-carbonitrile (0.300 g, 0.94 mmol) in tetrahydrofuran (10 mL), was added 2-furoyl chloride 
(0.139 mL, 1.41 mmol) and tri ethyl amine (0.655 mL, 4.7 mmol). After stirring at room 
temperature overnight, the reaction mixture was concentrated under reduced pressure and 
30 the residue was partitioned between ethyl acetate and water. The organic phase was dried 
under vacuum and the title product was purified by column chromatography (Si0 2 , 20-30% 
ethyl acetate in hexanes) (0.370 g, 95%): ES-MS (m/z) 413 [M+H] + . 

B. N-r3-(5-(2H-1.23.4-Tetrazol-5-vl¥lH-indazol-3-vmphenvl1-2-furvlcarboxamide 

* 

35 The title compound was prepared according to the procedure described for 
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the preparation of compound 222C using N-[3-(5-cyano-l-perhydro-2H-pyran-2-yl(lH- 
mdazole-3-yl))phenyl]-2-furylcarboxamide (0.370 g, 0.89 mmol) in toluene (8 mL) and 
azidotributyltin (1.08 mL, 3.94 mmol). The product was purified by preparatory HPLC (15- 
80% acetonitrile in water) (0.042 g, 13 % yield over 2 steps): ! H NMR (CD 3 OD) 8 8.8 (s, 
5 1H), 8.4 (t, 1H), 8.1 (dd, 1H), 7.8-7.7 (m, 4H), 7.5 (t, 1H), 7.3 (dd, 1H), 6.67 (dd, 1H); ES- 
MS (m/z) 372 [M+H] + . 

EXAMPLE 226 

SYNTHESIS OF l-(5-(lH-l 9 2,3,4-TETRAAZOL-5-YL)(lH-INDAZOL-3-YL))-3-(2- 
10 MORPHOLIN-4-YLETHOXY)BENZENE 




A. l-r5-(lH-1.2.3.4-Tetraazol-5-vn(lH-indazol-3-vnV3-r2-morpholin-4- 

20 vlethoxvfcenzene 

A mixture of 3-(3-hydroxyphenyl)-l-perhydro-2H-pyran-2-yl-lH-inda^ 
carbonitrile (400 mg, 1.25 mmol), triphenylphosphine (Ph 3 P, 1.31 g, 5.00 mmol, 4.00 
equiv.), 4.00 mL THF, 4-(2-hydroxyethyl)morpholine (656 mg, 5.00 mmol, 4.00 equiv.), and 
diethyl azodicarboxylate (DEAD, 871 mg, 5.00 mmol, 4.00 equiv.) were stirred at room 

25 temperature for 3 days. The reaction was diluted with EtOAc and washed with 2 x 6.0 N aq. 
HC1. The combined aqueous layers were extracted with 2 x EtOAc. The acidic aqueous layer 
was allowed to stand at room temperature for 5 h, and then added to enough 6.0 N aq. 
NaOH such that the final pH > 12.0. The aqueous layer was extracted with EtOAc. The 
organic layer was dried (NajSO^, filtered and concentrated. Purification by silica gel 

30 chromatography using 0-5% MeOH in EtOAc as eluent afforded an oil. A mixture of the oil 
(1.25 mmol), azidotributyltin (Bu 3 SnN 3 , 2.35 g, 7.08 mmol, 5.66 equiv.), and 13.5 mL 
toluene was refluxed for 17.5 h and concentrated to an oil. To the oil was added 6.5 mL of 
dioxane and 6.5 mL of 6.0 N aq. HC1. The mixture was stirred at room temperature for 4 h 
and then added to 25 mL of 6.0 N aq. NaOH. The mixture was extracted with 3 x hexanes, 

35 and 3 x Et 2 0. The aqueous layer was filtered to remove particulates. The pH was adjusted 
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with 6.0 N aq. HC1 to give maximum visual turbidity (approximately pH 5.0 - 5.5) and the 
mixture was extracted with 2 x EtOAc. The combined organics were dried (Na^C^), 
filtered, and concentrated. Purification by silica gel chromatography using 0-20% MeOH in 
EtOAc as eluents afforded the title compound (43.1 mg, 8.82% yield): 'H NMR (DMSO-d 6 ) 
5 6 13.54 ( s, 1H), 8.72 (s, 1H), 8.10 (d, 1H), 7.77 (d, 1H), 7.61 (d, 1H), 7.52-7.45 (m, 2H), 
7.06 (d, 1H), 4.23 (t, 2H), 3.65-3.56 (m, 4H), 2.82 (t, 2H), 2.52-2.45 (m, 4H); ES-MS (m/z) 
392 [M+l] + . 

EXAMPLE 227 

10 SYNTHESIS OF ETHYL 3-{5-{3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]-4H- 

l,2,4-TRIAZOL-3-YL}PROPANOATE 

H 



15 




20 

To a round bottom flask under a nitrogen atmosphere containing tert-butyl 
carbazate (1.0 g, 0.008 mol) was added dichloromethane (16 mL) and triethylamine (1.06 
mL, 0.008 mol). The flask was placed in an ice bath and to the reaction was added ethyl 
glytaryl chloride (1.38 mL, 0.0088 mol). The reaction was allowed to stir at room 

25 temperature overnight. Solvent was removed and the material was taken up in anhydrous 
ethanol. Gaseous hydrochloric acid was bubbled into the reaction and a solid crashed out of 
solution that was collected by filtration. This compound was determined to be ethyl 3-(N- 
aminocarbamoyl)propanoate. To a round bottom flask was added ethoxy[3-(4- 
fluorophenyl)(lH-indazol-5-yl)]methylamine hydrochloride (200mg, 0.62 mmol), 

30 triethylamine (0.25 mL, 1.86 mmol), and 3-(N-aminocarbamoyl)propanoate (243 mg, 1.25 
mmol). This was taken up in anhydrous ethanol (10 mL) and molecular sieves were added to 
the reaction mixture. The reaction was allowed to stir at 75 °C overnight while under a 
nitrogen atmosphere. The solvent was removed and the material was purified by preparative 
HPLC (30-100 % acetonitrile over 20 minutes) to yield the title compound (38 mg, 16% 

35 yield). Retention time 9.764 minutes 20-100% ODS 1 mL/min; ES-MS m/z 380 [M+H]\ 
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FY AMPLE 228 

SYNTHESIS OF ETHYL-4-{5-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL}-4H- 

1 ,2,4-TRIAZOL-3-YL}BUTANOATE 



10 




To a round bottom flask under a nitrogen atmosphere containing tert-butyl 
15 carbazate (5.0 g, 0.044mmol) was added dichloromethane (50 mL) and triethylamine (5 mL, 
0.04 mmol). The flask was placed in an ice bath and to the reaction was added ethyl succinyl 
chloride (6.22 mL, 0.044 mmol). The reaction was allowed to stir at room temperature 
overnight. Solvent was removed and the material was taken up in anhydrous ethanol. 
Gaseous hydrochloric acid was bubbled into the reaction and a solid crashed out of solution 

20 that was collected by filtration. This compound was determined to be ethyl 4-(N- 

aminocarbamoyl)butanoate. To a round bottom flask was added ethoxy[3-(4-fluorophenyl)( 
lH-indazol-5-yl)]mcthylanimine hydrochloride (200 mg, 0.62 mmol), triethylamine (0.25 
mL, 1.86 mmol), and 3-(N-aminocarbamoyl)propanoate (260 mg, 1.25 mmol). This was 
taken up in anhydrous ethanol (10 mL) and molecular sieves were added to the reaction 

25 mixture. The reaction was allowed to stir at 75 °C overnight while under a nitrogen 

atmosphere. The solvent was removed and the material was purified by preparative HPLC 
(30-100% acetonitrile over 20 minutes) to yield the title compound (9 mg, 3.7% yield). 
Retention time 9.8 minutes 20-100% ODS 1 mL/min; ES-MS mlz 394 [M+H] + . 



30 



35 
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EXAMPLE 229 

SYNTHESIS OF 4-(5-(2H-l,2,3 J 4-TETRAAZOL-5-YL)(lH-INDAZOL-3-YL))-l,2- 

DIMETHOXYBENZENE 




To a solution of 3-(3,4-dimethoxyphenyl)-lH-indazole-5-carbonitrile (190 
mg, 0.68 mmol) in toluene (10 niL) was added tributyltin azide (930 uL, 3.4 mmol). The 

15 solution was heated to reflux for 12 hours when 3 N NaOH (80 mL) was added and the 

solution extracted with ethyl acetate (2x20 mL). The aqueous layer was then acidified with 4 
N HC1 to pH<l and extracted with ethyl acetate (3x30 mL). The combined organic layers 
were dried (NajSOJ and concentrated to an oil. After remaining at room temperature for 14 
hours, the product crystallized from solution to recover, after filtration and drying, the title 

20 compound (1 15 mg, 53% yield). 'H NMR (DMSO-d 6 ) 8 13.4 (s, 1H), 8.70 (s, 1H), 8.04 (d, 
1H), 7.75 (d, 1H), 7.54 (d, 1H), 7.49 (s, 1H), 7.12 (d, 1H), 3.85 (s, 3H), 3.81 (s, 3H); ES- 
MS (m/z) 323 [M+l] + . 

EXAMPLE 230 

25 SYNTHESIS OFN-[3-(5-(2H-l,2,3,4-TETRAZOL-5-YL)(lH-INDAZOL-3- 

YL))PHENYL] -3 -METHOXYPROP ANAMIDE 



H 



30 
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A. N-r3-r5-Cvano-l-perhvdro-2H-pvran-2-vlfl H-indazol-3-vmphenvl'l-3- 
methoxvpropanamide 

The title compound was prepared as described in example 222B using 3-(3- 
aminophenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.300 g, 0.94 mmol) in 
5 dichloromethane (10 mL), 3-methoxypropionic acid (0.097 mL, 1.034 mmol), and l-(3- 

dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.216 g, 1.13 mmol). The product 
was used without chromatographic purification (0.437 g, quantitative yield): ES-MS (m/z) 
405 [M+Hf. 

10 B. N-r3-r5-aH-1.23.4-Tetrazol-^^^ 
methoxvpropanamide 

The title compound was prepared according to the procedure described for 
the preparation of compound 222 C using N-[3 -(5-cyano- 1 -perhydro-2H-pyran-2ryl( 1 H- 
indazol-3-yl))phenyl]-3-methoxypropanamide (0.437 g, 0.94 mmol) in toluene (8 mL) and 
1 5 azidotributyltin (1.13 mL, 4. 1 3 mmol). The product was purified by preparatory HPLC (1 5- 
80% acetonitrile in water) (0.1 89 g, 55 % yield over 3 steps): ] H NMR (CD 3 OD) 5 10.06 (s, 
1H), 8.7 (s, 1H), 8.2 (s, 1H), 8.09 (dd, 1H), 7.77 (d, 1H), 7.74 (d, 1H), 7.67 (d, 1H), 7.5 (t, 
1H), 3.76 (1, 2H), 3.38 (s, 3H), 2.68 (t, 2H); ES-MS (m/z) 364 [M+H]*. 

20 EXAMPLE 231 

SYNTHESIS OF N-[3-(5-(2H-l,2,3,4-TETRAZOL-5AX)(lH-]^roAZOL-3- 

YL))PHENYL] -3 -P YRID YLC ARB OXAMDDE 

H 




pyridvlcarboxamide 

The title compound was prepared according to the procedure described in 
225A, using 3-(3-aminophenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile 
35 (0.300 g, 0.94 mmol), nicotinoyl chloride hydrochloride (0.334 mL, 1 .88 mmol), and triethyl 
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amine (0.655 mL, 4.7 mmol). The title product was purified by column chromatography 
(SiQ 2 , 5% methanol in dichloromethane) (0.215 g, 54% yield): ES-MS (m/z) 424 [M+H] + . 



B. 



5 The title compound was prepared according to the procedure described for 

the preparation of compound 222 C using N-[3-(5-Cyano-l-perhydro-2H-pyran-2-yl(lH- 
indazol-3-yl))phenyl]-3-pyridylcarboxamide (0.2 1 5 g, 0.508 mmol) in toluene (6 mL) was 
added azidotributyltin (0.612 mL, 2.23 mmol). The product was purified by preparatory 
HPLC (15-80% acetonitrile in water) (0.035 g, 18 % yield over 2 steps): 'H NMR (CD 3 OD) 

10 S 9.1 (s, 1H), 8.8 (s, 1H), 8.7 (d, 1H), 8.4 (d, 1H), 8.2 (s, 1H), 8.1 (d, 1H), 8.0 (d, 1H), 7.9 
(d, 1H), 7.6-7.5 (m, 4H); ES-MS (m/z) 383 [M+H] + . 



15 



20 



EXAMPLE 232 

SYNTHESIS OF 3-(3-AMINOPHENYL)-lH-INDAZOLE-5-CARBOXAMIDE 



H 2 N 




25 



30 



A - N-r3-(5-Cvano-l-Derhv dro-2H-pvran-2-vinH-indazol-3-vl^phenvn-2- 
methoxvacetamide 

The title compound was prepared using 3-(3-aminophenyl)-l-perhydro-2H- 
pyran-2-yl-lH-indazole-5- carbonitrile (0.150 g, 0.47 mmol) in tetrahydrofuran (5 mL), 2- 
methoxy acetyl chloride (0.086 mL, 0.94 mmol) and triethyl amine (0.327 mL, 2.35 mmol). 
The crude product was isolated after partition of the reaction mixture between ethyl acetate 
and water. The yield was not calculated: ES-MS (m/z) 391 [M+H] + . 



B. 



3-r3-(2-Memoxvaceta mino)phenvl1- 1 -perhvdro-2H-nvran-2-vl-l H-indazole-5- 
carboxamide 

To a solution of N-[3-(5-cyano-l-perhydro-2H-pyran-2-yl(lH-indazole-3 
yl))phenyl]-2-methoxyacetamide in 4 mL of ethanol, was added 4 mL of 30% wt. 
35 commercial solution of hydrogen peroxide and 0.200 mL of 6.0 N aqueous sodium 
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hydroxide solution. The reaction was heated to 60 °C for 2 hours. The reaction mixture was 
acidified with a few drops of 6.0 N aqueous hydrogen chloride solution and the product was 
further precipitated upon addition of 20 mL of water. The intermediate was isolated by 
filtration, washed 3 times with 5 mL portions of water and dried in a vacuum oven 
5 overnight. The yield was not calculated: ES-MS (m/z) 409 [M+H] + . 

C. 3-(3-AminophenvlVlH~indazole-5-carboxamide 

Intermediate 3-[3-(2-methoxyacetamino)phenyl]- 1 -perhydro-2H-pyran-2-yl- 
lH-indazole-5-carboxamide was dissolved in 5 mL of methanol and hydrogen chloride gas 

10 was bubbled through the solution for 20 min. The resulting suspension was stirred at room 
temperature for 3 hours. The pH of the reaction mixture was made basic through the 
addition of sodium bicarbonate and the crude product was extracted with ethyl acetate. The 
title compound was isolated after purification by preparative HPLC (15-80% acetonitrile in 
water) (0.043 g, 36% over 3 steps): *H NMR (CD 3 OD) 5 8.6 (s, 1H), 7.9 (dd, 1H), 7.6 (d, 

15 1H), 7.3-7.2 (m, 3H), 6.8 (dt, 1H); ES-MS (m/z) 253 [M+H] + . 

EXAMPLE 233 

SYNTHESIS OF 3-{5-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]-4H-l,2,4- 

TRIAZOL-3-YL}PROPANOIC ACID 

20 



25 




To a flask containing ethyl 3-{5-{3-(4-fluorophenyl)-lH-indazole-5-yl]-4H- 
30 l,2,4-triazol-3-yl}propanoate (37mg, O.lmmol) was added lithium hydroxide monohydrate 
(8.2mg, 0.2mmol). This was taken up in tetrahydrofuran and allowed to stir under a nitrogen 
atmosphere overnight. The reaction was acidified slightly. The product was found to be 
soluble in both the aqueous and organic layers. The layers were concentrated and the 
product was purified by semipreparative HPLC (20-80% acetonitrile with 0.1% formic acid 
35 over 30 minutes). The fractions containing the compound were concentrated to yield the title 
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compound (llmg, 32% yield). 'H NMR (DMSO-d 6 ) 6 13.5 (s, 1H), 8.6 (s, 1H), 8.0 (m, 
3H), 7.6 (d, 1H), 7.4 (t, 2H), 2.95 (m, 2H), 2.7 (m, 2H); ES-MS m/z 352 [M+H] + . 

EXAMPLE 234 

5 S YNTHESIS OF 3-(2H-BENZO[D] 1 ,3-DIOXOLEN-5-YL)- 1 H-INDAZOLE-5- 

CARBOXAMIDE 



10 




15 A. 3-f2H-Benzof d] 1 .3-dioxolen-5-vD-lH-indazole-5-carboxamide 

The title compound was prepared as described in Example 149 F using 3- 
(2H-benzo[d]l,3-dioxolen-5-yl)-lH-indazole-5-carbonitrile (256 mg, 0.97 mmol) to provide 
the title compound (169 mg, 62% yield): 'H NMR (DMSO-d 6 ) 5 13.33 (s,lH), 8.56 (s, 1H), 
8.16 (s, 1H), 7.92 (d, 1H), 7.60-7.53 (m, 3H), 7.32 (s, 1H), 7.09 (d, 1H), 6.11 (s, 2H); ES- 

20 MS (m/z) 282 [M+l]\ 



EXAMPLE 235 

SYNTHESIS OF 5-METHYL-3-(4-FLUOROPHENYL)-lH-INDAZOLE 



25 



30 




The title compound was prepared as described in Example 12 A using 2- 
amino-5-methylphenyl 4-fluorophenyl ketone (4.61 g, 20.1 mmol) (2.5 mg, 60% yield). J H 
NMR (DMSO-d 6 ) 6 13.1 (s, 1H), 8.04-7.98 (m, 2H), 7.83 (br s, 1H), 7.48 (d, 1H), 7.37-7.3 
35 ( m , 3H), 7.24 (d, 1H), 2.45 (s, 3H); ES-MS (m/z) 227 [M+l] + . 
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EXAMPLE 236 

SYNTHESIS OF {3-[4-(5<lH-l,2,3,4-TETRAZO-5»YL)(lH-INDAZOL-3- 

YL))PHENOXY]PROP YL} DIMETHYLAMINE 



10 




A. 3"(4-r3-fdimethvlamino)propoxv1phenvl)'lH-indazole-5-carbonitrile 

Triphenylphosphine (1.31 g, 5.00 mmol), THF (4.00 mL), 3-N,N- * 
dimethylaminopropanol (0.592 mL, 5.00 mmol) and diethylazodicarboxylate (0.788 mL, 

15 5.00 mmol) were added to 3 -(4-hydroxyphenyl)- 1 -p erhydro-2H-pyran-2-yl- 1 H-indazole- 5 - 
carbonitrile (0.400 g, 1.25 mmol). The mixture was stirred at ambient temperature for 15.5 h 
and poured into aqueous 6 N hydrochloric acid (30 mL). After stirring at ambient 
temperature for 4 h, the mixture was extracted with ethyl acetate (3x). The aqueous fraction 
was added to aqueous 6 N NaOH (30 mL) and the pH adjusted to 1 1 . The solution was 

20 extracted with ethyl acetate (3x) and the organic fractions were combined and dried over 
anhydrous sodium sulfate, filtered and evaporated. Purification by flash chromatography on 
silica gel pretreated with 2% triethylamine/hexanes followed by 0-20% ethyl acetate/hexanes, 
sonication of the product in ethyl acetate (3 mL), addition of hexanes (20 mL) and filtration 
gave the title compound (0.206 g, 51% yield). ES-MS (m/z) 321 [M+l] + 

25 

B. (344-f5-qH-L23.4-Tefrazo-5^ 
dimethvlamine 

3- {4-[3-(Dimethylamino)propoxy]phenyl} -lH-indazole-5 -carbonitrile (0.206 
g, 0.643 mmol) and tri-n-butyltin azide (0.967 mL, 3.53 mmol) were refluxed for 19 h in 

3® toluene (6.77 mL) saturated with anhydrous hydrochloric acid. The mixture was 

concentrated, then dioxane (6.5 mL) and aqueous 6 N hydrochloric acid (6.5 mL) were 
added. The mixture was stirred at ambient temperature for 4 h and then added to 
concentrated ammonium hydroxide (30 mL). Extraction with hexanes (3x) followed by 
extraction with ether (3x) gave a crude solid which was filtered. Methanol was added to the 

35 filtrate and the solid product collected. This step was repeated. The remaining filtrate was 
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taken up in dimethyl sulfoxide/methanol and the resulting solid collected. The combined 
solids were purified by preparative HPLC (30-80% water/acetonitrile) and gave the title 
compound (0.154 g, 69% yield) as the trifluoroacetic acid salt. *H NMR (CD 3 OD) 5 8.77 
(m, 1H), 8.09 (dd, 1H), 8.00 (m, 2H), 7.77 (dd, 1H), 7.17 (m, 2H), 4.20 (t, 2H), 3.39 (t, . 
5 2H), 2.95 (s, 6H), 2.25 (m, 2H). ES-MS (m/z) 364 [M+l] + 

■ 

EXAMPLE 237 

SYNTHESIS OF {3-[3-(5-(lH-l^,3,4-TETRAZOL-5-YL)(lH-INDAZOL-3- 

YL))PHENOXY] PROPYL} DIMETHYLAMINE 



10 



N 

r < 

N 

N 




* -NH 



15 

A. 3-(3-hvdroxvphenvlVl-perhv(fro-2 

To a stirred solution of 3 -bromo- 1 -perhydro-2H-pyran-2-yl- 1 H-indazole-5 - 
carbonitrile (1.47 g, 4.82 mmol) in dimethoxyethane (24.0 mL) was added 3- 
hydroxyphenylboronic acid (1.60 g, 7.27 mmol), dichloro[l,l f -bis(diphenylphosphino) 

20 ferrocene]palladium (0.396 g, 0.485 mmol), and potassium phosphate (5.12 g> 24.1 mmol) 
and the mixture was heated at reflux for 48 h. The mixture was diluted with 
dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
column chromatography with 20-50% ethyl acetate/hexanes furnished the product (1.31 g, 

25 85% yield). ES-MS (m/z) 320 [M+l] + 

B. 3 - (3 -f 3-(dimethvlamino)propoxvlphenvl) - 1 H-indazole-5 -carbonitrile 

Triphenylphosphine (1.31 g, 5.00 mmol), tetrahydrofuran (4.00 mL), 3-N,N- 
dimethylaminopropanol (0.592 mL, 5.00 mmol) and diethylazodicarboxylate (0.788 mL, 
30 5.00 mmol) were added to 3-(3-hydroxyphenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
carbonitrile 3-(3-hydroxyphenyl)-l-perhydro-2H-^ 

(0.400 g, 1.25 mmol). The mixture was stirred at ambient temperature for 15.5 h and poured 
into aqueous 6 N hydrochloric acid (30 mL). After stirring at ambient temperature for 4 h, 
the mixture was extracted with ethyl acetate (3x). The aqueous fraction was added to 
35 aqueous 6 N sodium hydroxide (30 mL) and the pH adjusted to 1 1. The solution was 
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extracted with ethyl acetate (3x) and the organic fractions were combined and dried over 
anhydrous sodium sulfate, filtered and evaporated. Purification by flash chromatography on 
silica gel pretreated with 2% triethylamine/hexanes followed by 0-20% ethyl acetate/hexanes 
elution, sonication of the product in ethyl acetate (3 mL), addition of hexanes (20 mL) and 
5 filtration gave the title compound (0.225 g, 56% yield). ES-MS (m/z) 321 [M+l] + 

C. { 3-[3-( 5-(lH- 1 ,23.4~Tetra2o>5-vn(lH-inda2ol-3-vn)phenoxv1propvl \ dimethyl 
amine 

3- {3-[3-(Dimethylamino)propoxy]phenyl} -lH-indazole-5-carbonitrile (0.225 
10 g, 0.702 mmol) and tri-n-butyltin azide (1.06 mL, 3.87 mmol) were heated to reflux 

temperature for 19 h in toluene (7.42 mL) saturated with anhydrous hydrochloric acid. The 
mixture was concentrated then dioxane (6.5 mL) and aqueous 6 N hydrochloric acid (6.5 
mL) were added. The mixture was stirred at ambient temperature for 4 h and poured into 
concentrated ammonium hydroxide (30 mL), Extraction with hexanes (3x) followed by 
1 5 extraction with ether (3x) gave a crude solid which was filtered. The filtrate was taken up in 
methanol and solid product collected. This step was repeated. The remaining filtrate was 
taken up in dimethyl sulfoxide/methanol and the resulting solid collected. The combined 
solids were purified by preparative HPLC (30-80% water/acetonitrile) and gave the title 
compound (0.170 g, 67% yield) as the trifluoroacetic acid salt. "H NMR (CD 3 OD) 6 8:76 
20 (m, 1H), 8.06 (dd, 1H), 7.76 (dd, 1H), 7.63 (dt, 1H), 7.58 (m,lH), 7.50 (m, 1H), 7.06 (m, 
1H), 4.25 (t, 2H), 3.41 (m, 2H), 3.00 (s, 6H), 2.30 (m,2H). ES-MS (m/z) 364 [M+l] + 



EXAMPLE 238 

SYNTHESIS OF {3-[3-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3- 

YL))PHENOXY]PROP YL} DIMETHYL AMINE 



H 




A. 3- Q -Perhvdro-2H-pvran-2-vl-5-f 1 -f triphenvlmethvl¥ 1 .2.4-triazol-3-vm - 1H- 
indazol-3-vl}phenol 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-tria2ol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 
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was added 3-hydroxy phcnylboronic acid (1.81 g, 8.22 mmol), dichloro[l,r- 
bis(diphenylphosphino) ferroccne]palladium (0.447 g, 0.485 mmol), and potassium 
phosphate (5. 78 g. 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
^ bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
residue by column chromatography with 20-50% ethyl acetate/hexanes furnished the product 
(3.16 g, 96% yield). ES-MS (m/z) 362 [M+1(-Tr)] + 

B. (3-|"3-f S-( 1 H- 1 .2.4-Triazol-5-vl)(lH-inda2ol-3'Vn)phenoxv]propvU dimethy lamine 
10 Triphcnylphosphine (0.694 g, 2.65 mmol), tetrahydrofuran (2.12 mL), 3-N,N- 

dimethylaminopropanol (0.314 mL, 2.65 mmol) and diethylazodicarboxylate (0.418 mL, 
2.65 mmol) were added to 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3«yl)]-lH-indazol-3-yl}phenol (0.400 g, 0.662 mmol). The mixture was stiixed at 
ambient temperature for 23 h and poured into aqueous 6 N hydrochloric acid (30 mL). After 
^ stirring at ambient temperature for 4 h, the mixture was extracted with ether (3x). The 
aqueous fraction was added to aqueous 6N sodium hydroxide (30 mL) and the pH adjusted 
to 1 1 . The solution was extracted with ethyl acetate (3x) and the organic fractions were 
combined and dried over anhydrous sodium sulfate, filtered and evaporated. The residue was 
purified by flash chromatography on silica pretreated with 2% triethylamine/hexanes 
followed by 0-20% ethyl acetate/hexanes elution and gave the title compound (0.068 1 g, 
28% yield). l H NMR (CD 3 OD) 6 8.72 (m, 1H), 8.35 (s, 1H), 8.10 (dd, 1H), 7.68 (dd, 1H), 
7.60 (dt, 1H), 7.54 (m. 1H), 7.46 (t, 1H), 7.02 (m, 1H), 4.18 (t, 2H), 2.63 (m, 2H), 2.33 (s, 
6H), 2.07 (m, 2H). ES-MS (m/z) 363 [M+l] + 

25 EXAMPLE 239 

SYNTHESIS OF {2-[3-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3- 

YL))PHENOXY]ETHYL} DIMETHYLAMINE 



30 




35 
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A - 3- ( 1 -Perhvd ro-2H-pvran-2-vl-5-r 1 -(triphenvlmethvlV 1 .2 .4-triazol-3-vni- 1 H- 
indazol-3 -vl } phenol 

To a stirred solution of 2- {3-bromo-5-[l-(triphenylmethyl)(l,2 5 4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 
5 was added 3-hydroxy phenylboronic acid (1.81 g, 8.22 mmol), dichloro[l,l'- 
bis(diphenylphosphino) ferrocene]palladium (0.447 g, 0.485 mmol), and potassium 
phosphate (5.78 g, 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
10 residue by column chromatography with 20-50% ethyl acetate/hexanes furnished the product 
(3.16 g, 96% yield). ES-MS (m/z) 362 [M+1(-Tr)] + 

B. l243-(5-(lH-L2.4-Triazo l^ 

Triphenylphosphine (0.694 g, 2.65 mmol), tetrahydrofuran (2.12 mL), 2-N,N- 
15 dimethylaminoethanol (0.266 mL, 2.65 mmol) and diethylazodicarboxylate (0.418 mL, 2.65 
mmol) were added to 3-{l-perhydro-2H-pyran-2-yl-5-^ 

yl)]-lH-indazol-3-yl}phenol (0.400 g, 0.662 mmol). The mixture was stirred at ambient 
temperature for 23 h and poured into aqueous 6 N hydrochloric acid (30 mL). After stirring 
at ambient temperature for 4 h, the mixture was extracted with ether (3x). The aqueous 

Of) 

~ u fraction was added to aqueous 6 N sodium hydroxide (30 mL) and the pH adjusted to 1 1. 
The solution was extracted with ethyl acetate (3x) and the organic fractions were combined 
and dried over anhydrous sodium sulfate, filtered and evaporated. The residue was purified 
by flash chromatography on silica pretreated with 2% triethylamine/hexanes followed by 0 
20% ethyl acetate/hexanes and gave the title compound (0.0878 g, 38% yield). *H NMR 

25 (CD 3 OD) 6 8.73 (m, 1H), 8.35 (br s, 1H), 8.10 (dd, 1H), 7.68 (dd, 1H), 7.63 (dt, 1H), 7.58 
(m, 1H), 7.48 (t, 1H), 7.60 (m, 1H), 4.25 (t, 2H), 2.75 (t, 2H), 2.40 (s, 6H). ES-MS (m/z) 
349 [M+l] + 



30 



35 
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EXAMPLE 240 

SYNTHESIS OF l-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3-YL))-3-(2- 

MORPHOLIN-4-YL-ETHOXY)BENZENE 




A. 3-(l-Perhvdro-2H-pvran-2-vl-5-ri-Ctriphenvlmethvl¥1.2.4-triazol-3-vni-lH- 
indazol-3 -vl > phenol 

To a stirred solution of 2- {3-bromo-5-[ 1 -(triphenylmethyl)(l ,2,4-triazol-3- 
yl)]-lH-indazoyl>perhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 
was added 3-hydroxy phenylboronic acid (1.81 g, 8.22 mmol), dichloro[l,l*- 
bis(diphenylphosphino) ferrocene]palladium (0.447 g, 0.485 mmol), and potassium 
phosphate (5.78 g, 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
residue by column chromatography with 20-50% ethyl acetate/hexanes furnished the product 
(3.16 g, 96% yield). ES-MS (m/z) 362 [M+1(-Tr)] + 



B. 1 -( 5-( 1H-1 .2.4>triazol-5-vn(lH-indazol-3-vnV3-r2-morDholin-4-vlethoxv^ benzene 

Triphenylphosphine (0.694 g, 2.65 mmol), tetrahydrofiiran (2.12 mL), 2- 
morpholinoethanol (0.321 mL, 2.65 mmol) and diethylazodicarboxylate (0.418 mL, 2.65 
mmol) were added to 3-{l-perhydro-2H-pyran-2-yl-5-[l<triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazol-3-yl}phenol (0.400 g, 0.662 mmol). The mixture was stirred at ambient 
temperature for 23 h and poured into aqueous 6 N hydrochloric acid (30 mL). After stirring 
at ambient temperature for 4 h, the mixture was extracted with ether (3x). The aqueous 
fraction was added to aqueous 6 N sodium hydroxide (30 mL) and the pH adjusted to 1 1 . 
The solution was extracted with ethyl acetate (3x) and the organic fractions were combined 
and dried over anhydrous sodium sulfate, filtered and evaporated. The residue was purified 
by flash chromatography on silica gel pretreated with 2% triethylamine/hexanes followed by 
0-20% ethyl acetate/hexanes and gave the title compound (0.0774 g, 30% yield). 'H NMR 
(CD 3 OD) 8 8.72 (m, 1H), 8.36 (br s, 1H), 8.10 (dd, 1H), 7.68 (d, 1H), 7.62 (dt, 1H), 7.56 
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(t, 1H), 7.46 (t. III), 7.04 (m, 1H), 4.28 (t, 2H), 3.72 (t, 4H), 2.89 (t, 2H), 2.65 (t, 4H). ES- 
MS(m/z)391 [M+l]* 

EXAMPLE 241 

SYNTHESIS OF {2-[3-(5-(lH-l,2,3,4-TETRAZOL-5-YL)(lH-INDAZOL-3- 

YL))PHENOXY]ETHYL} DIMETHYLAMME 



10 



N 

t 

N 

N 




* -NH 



" A. 3-(3-Hvdrox vphen vl V 1 -perhvdro-2H-pvran-2-vM H-indazole-5-carbonitrile 

To a stirred solution of 3-bromo-l-perhydro--2H-pyraii-2-yl-lH-indazole-5- 
carbonitrile (1.47 g, 4. 82 mmol) in dimethoxyethane (24.0 mL) was added 3- 
hydroxyphenylboronic acid (1.60 g, 7.27 mmol), dichloro[l,l'-bis(diphenylphosphino) 
ferrocene]palladium (0.396 g, 0.485 mmol), and potassium phosphate (5.12 g, 24.1 mmol) 

20 and the mixture was heated at reflux for 48 h. The mixture was diluted with 

dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
column chromatography with 20-50% ethyl acetate/hexanes furnished the product (1.31 g, 
85% yield). ES-MS (m/z) 320 [M+l] + 

25 

B. 3- (4-f 2-CDimethvlamino^ethoxvlphenvl} - lH-indazole-5-carbonitrile 

Triphenylphosphine (1.31 g, 5.00 mmol), tetrahydrofuran (4.00 mL), 2-N,N- 
dimethylaminoethanol (0.503 mL, 5.00 mmol) and diethylazodicarboxylate (0.788 mL, 5.00 
mmol) were added to 3-(3-hydrox>phenyl)»l-perhydro-2H-pyran--2-yl-lH-indazole-5- 

3® carbonitrile (0.400 g, 1.25 mmol). The mixture was stirred at ambient temperature for 15.5 
h and poured into aqueous 6 N hydrochloric acid (30 mL). After stirring at ambient 
temperature for 4 h, the mixture was extracted with ethyl acetate (3x). The aqueous fraction 
was added to aqueous 6 N sodium hydroxide (30 mL) and the pH adjusted to 1 1 . The 
solution was extracted with ethyl acetate (3x) and the organic fractions were combined and 

35 dried over anhydrous sodium sulfate, filtered and evaporated. Purification by flash 
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chromatography on silica pretreated with 2% triethylamine/hexanes followed by 0-20% ethyl 
acetate/hexanes, sonication of the product in ethyl acetate (3 mL), addition of hexanes (20 
mL) and filtration gave the title compound (0.177 g, 41% yield). ES-MS (m/z) 307 [M+l] + 

5 C. Synthesis of (2-r3-(5-(lH-l,23,4-tetrazo-5-vlVlH-indazol-3> 
vl))phenox v) ethyl > dimethvlamine 

3- {4-[2-(Dimethylammo)ethoxy^ (0. 1 77 g, 

0.578 mmol) and tri-n-butyltin azide (0.869 mL, 3.17 mmol) were refluxed for 17 h in 
toluene (6.08 mL) saturated with anhydrous hydrochloric acid. The mixture was 

1® concentrated then dioxane (6.5 mL) and aqueous 6 N hydrochloric acid (6.5 mL) were 
added. The mixture was stirred at ambient temperature for 4 h and then added to 
concentrated ammonium hydroxide (30 mL). Extraction with hexanes (3x) followed by 
extraction with ether (2x) gave a crude solid which was filtered. Methanol was added to the 
filtrate and solid product collected. This step was repeated. The remaining filtrate was taken 

1 5 up in dimethyl sulfoxide/methanol and the resulting solid collected. The combined solids 
were purified by preparative HPLC (30-80% water/acetonitrile) and gave the title compound 
(0.0376 g, 19% yield) as the mono trifluoroacetic acid salt. l H NMR (CD 3 OD) 6 8.80 (m, 
1H), 8.60 (dd, 1H), 7.78 (dd, 1H), 7.72 (dd, 1H), 7.65 (m, 1H), 7.55 (m, 1H), 7.15 (m, 1H), 
4.49 (t, 2H), 3.66 (t, 2H), 3.03 (s, 6H). ES-MS (m/z) 350 [M+l] + 



20 



EXAMPLE 242 
SYNTHESIS OF l-(5-(lH-l,2,4-TRIAZO^ 

PYRROLIDDSfYLETHOXY) BENZENE 



25 




30 A. 3- ( 1 -Perhvdro-2H-pvran-2-vl-5-r 1 -(triphenvlmethviyi .2.4-triazol-3-vlVl- 1H- 
indazol-3-yl)phenol 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 
was added 3-hydroxy phenylboronic acid (1.81 g, 8.22 mmol), dichlorofl,!*- 
35 bis(diphenylphosphino) ferrocene]palladium (0.447 g, 0.485 mmol), and potassium 
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phosphate (5.78 g, 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
residue by column chromatography with 20-50% ethyl acetate/hexanes furnished the product 
5 (3. 1 6 g, 96% yield). ES-MS (m/z) 362 [M+l (-Tr)] + 



B. 



l-(5-(lH-l,2ATriazol-5-vl)nH-md^^ 

Triphenylphosphine (0.694 g, 2.65 mmol), tetrahydrofuran (2.12 mL), 
pyrrolidinylethanol (0.310 mL, 2.65 mmol) and diethylazodicarboxylate (0.418 mL, 2.65 
10 mmol) were added to 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmemyl)(l,2,4-triazol-3- 
yl)]-lH-indazol-3-yl}phenol (0.400 g, 0.662 mmol). The mixture was stirred at ambient 
temperature for 23 h and poured into aqueous 6 N hydrochloric acid (30 mL). After stirring 
at ambient temperature for 4 h, the mixture was extracted with ether (3x). The aqueous 
fraction was added to aqueous 6 N sodium hydroxide (30 mL) and the pH adjusted to 1 1 . 
15 The solution was extracted with ethyl acetate (3x) and the organic fractions were combined 
and dried over anhydrous sodium sulfate, filtered and evaporated. The residue was purified 
by flash chromatography on silica pretreated with 2% triethylamine/ethyl acetate followed by 
0-20% methanol/ethyl acetate. The desired fractions were concentrated, dissolved in ethyl 
acetate, washed with aqueous sodium bicarbonate, dried over anhydrous sodium sulfate 
filtered and evaporated which gave the title compound (0.1 14 g, 46% yield). J H NMR 
(CD 3 OD) 8 8.72 (s, 1H), 8.34 (s, 1H), 8.09 (dd, 1H), 7.67 (d, 1H), 7.62 (d, 1H), 7.57 (m, 
1H), 7.47 (t, 1H), 7.04 (m, 1H), 4.26 (t, 2H), 3.02 (t, 2H), 2.73 (m, 4H), 1.87 (m, 4H). ES- 
MS (m/z) 375 [M+l] + 



25 



EXAMPLE 243 

SYNTHESIS OF l-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3-YL))-3-(2. 

PIPERIDYLETHOXY) BENZENE 



30 




N -NH 



35 
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A. 3- H -Perhvdro-2H-Dvran-2-vl-5-r 1 -( triphenvlmethvPf 1 .2.4-triazol-3-vlYl- 1H- 
indazol-3-vl \ phenol 

To a stirred solution of 2-{3-bromo-5>[l-(triphenylniethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 
5 was added 3 -hydroxy phenylboronic acid (1.81 g, 8.22 mmol), dichloro[l,l'- 
bis(diphenylphosphino) ferrocene]palladium (0.447 g, 0.485 mmol), and potassium 
phosphate (5.78 g, 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
10 residue by column chromatography with 20-50% ethyl acetate/hexanes furnished the product 
(3.16 g, 96%, yield). ES-MS (m/z) 362 [M+1(-Tr)] + 

B. 1 -( 5-r 1H-1 .2^Triazol-5^vlVlH-indazol-3-vm-3-( r 2-niperidvlethoxv > ) benzene 

Triphenylphosphine (0.694 g, 2.65 mmol), tetrahydrofuran (2.12 mL), 2- 
15 piperidylethanol (0.352 mL, 2.65 mmol) and diethylazodicarboxylate (0.418 mL, 2.65 mmol) 
were added to 3-{l-perhydro-2H-pyran-2^ 

indazol-3-yl}phenol (0.400 g, 0.662 mmol). The mixture was stirred at ambient temperature 
for 23 h and poured into aqueous 6 N hydrochloric acid (30 mL). After stirring at ambient 
temperature for 4 h, the mixture was extracted with ether (3x). The aqueous fraction was 
^ u added to aqueous 6 N sodium hydroxide (30 mL) and the pH adjusted to 1 1. The solution 
was extracted with ethyl acetate (3x) and the organic fractions were combined and dried 
over anhydrous sodium sulfate, filtered and evaporated. The residue was purified by flash 
chromatography on silica pretreated with 2% triethylamine/ethyl acetate elution followed by 
0-20% methanol/ethyl acetate. The desired fractions were concentrated, dissolved in ethyl 

25 

AJ acetate, washed with aqueous sodium bicarbonate, dried over anhydrous sodium sulfate, 
filtered and evaporated which gave the title compound (0.124 g, 48% yield). ] H NMR 
(CD 3 OD) 6 8.72 (m, 1H), 8.34 (s, 1H), 8.10 (dd, 1H), 7.67 (dd, 1H), 7.62 (dt, 1H), 7.58 (m, 
1H), 7.47 (t, 1H), 7.04 (m, 1H), 4.27 (t, 2H), 2.89 (t, 2H), 2.63 (m, 4H), 1.68 (m, 4H), 1.51 
(m, 2H). ES-MS (m/z) 389 [M+l] + 

30 



35 
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EXAMPLF. 244 

SYNTHESIS OF l-{2-[3-(5-(lH-l,2,4-TRIAZOL-5-YL)-lH-INDAZOL-3 

YL)PHENOXY]ETHYL} PYRROLIDIN-2-ONE 




N -NH 



10 



A. 



3-{l-Perhvdro-2H-pvran- 2-vl-5-ri-rtriphenvlmethvlV1.2.4-tria7,ol-3-vm-lH- 
indazol-3-vl>phenol 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 
was added 3-hydroxy phenylboronic acid (1.81 g, 8.22 mmol), dichloro[l,l'- 

15 bis(diphenylphosphino) ferrocene]palladium (0.447 g, 0.485 mmol), and potassium 
phosphate (5.78 g, 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
residue by column chromatography with 20-50% ethyl acetate/hexanes furnished the product 

20 (3.16 g, 96%, yield). ES-MS (m/z) 362 [M+1(-Tr)] + 



B - 1 - {2-ra-fS-n H- 1 ,2.4-Triazol-5-vn- 1 H-indazol-3-vllohenoxvleth vl 



rolidin-2- 



one 



Triphenylphosphine (0.694 g, 2.65 mmol), tetrahydrofuran (2.12 mL), l-(2- 
25 hydroxyethyl)pyrrolidin-2-one (0.299 mL, 2.65 mmol) and diethylazodicarboxylate (0.418 
mL, 2.65 mmol) were added to 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenol (0.400 g, 0.662 mmol). The mixture was stirred at 
ambient temperature for 23 h and poured into aqueous 6N hydrochloric acid (25 mL). After 
stirring at ambient temperature for 4 h, the mixture was extracted with ether (3x) The 

30 

aqueous fraction was added to aqueous 6N sodium hydroxide (25 mL) and the pH adjusted 
to 1 1. The solution was extracted with ethyl acetate (3x) and the organic fractions were 
combined and dried over anhydrous sodium sulfate, filtered and evaporated. The residue was 
purified by flash chromatography on silica pretreated with 2% triethylamine/ethyl acetate 

followed by 0-15% methanol/ethyl acetate. The desired fractions were concentrated 

35 * • 9 

dissolved in ethyl acetate, washed with aqueous sodium bicarbonate, dried over anhydrous 
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sodium sulfate, filtered and evaporated to give the title compound (0.0768 g, 30% yield). J H 
NMR (CD 3 OD) 8 13.41 (br s, 1H), 8.65 (s, 1H), 8.10 (d, 1H), 7.70 (d, 1H), 7.60 (d, 1H), 
7.50 (m, 2H), 7.05 (m, 1H), 4.20 (t, 2H), 3.60 (t, 2H), 3.50 (t, 2H), 2.25 (t, 2H), 1.95 (m, 
2H). ES-MS (m/z) 3 89 [M+ 1 ] + 

EXAMPLE 245 

SYNTHESIS OF l-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3-YL))-3-(2- 

PIPERAZINYLETHOXY) BENZENE 



10 




15 A. 3- Q -Perhv dro-2H-pwan-2-vl-5-ri -rtriphenvlmethvlVl .2.4-triazol-3-vni-lH- 
indazol-3-vl)phenol 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 
was added 3-hydroxy phenylboronic acid (1.81 g, 8.22 mmol), dichloro[l,l 

- bis(diphenylphosphino) ferrocene]palladium (0.447 g, 0.485 mmol), and potassium 

phosphate (5.78 g, 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
residue by column chromatography with 20-50% ethyl acetate/hexanes furnished the product 

25 (3.16 g, 96%, yield). ES-MS (m/z) 362 [M+1(-Tr)] + 

B. l-(5-qH-l,2,4-Triazol-5-viym 

Triphenylphosphine (0.694 g, 2.65 mmol), tetrahydrofuran (2.12 mL), 2-(tert- 
butyloxycarbonyl)piperazinylethanol (0.610 g, 2.65 mmol) and diethylazodicarboxylate 
30 (0.418 mL, 2.65 mmol) were added to 3-{l-perhydro-2H-pyran-2-yl-5-[l- 

(triphenylmethyl)(l,2,4-triazol-3-yl)]-lH-indazol-3-yl}phenol (0.400 g, 0.662 mmol). The 
mixture was stirred at ambient temperature for 23 h and poured into aqueous 6N 
hydrochloric acid (25 mL). After stirring at ambient temperature for 4 h, the mixture was 
extracted with ether (3x). The aqueous fraction was added to aqueous 6 N sodium hydroxide 
J (25 mL) and the pH adjusted to 1 1 . The solution was extracted with ethyl acetate (3x) and 
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the organic fractions were combined and dried over anhydrous sodium sulfate, filtered and 
evaporated. The residue was purified by preparative HPLC (5-70% acetonitrile/water). The 
desired fractions were concentrated, dissolved in ethyl acetate, washed with aqueous sodium 
bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated to give the title 
5 compound (0.132 g, 52% yield) as the bis-trifluoroacetic acid salt. 'H NMR (D 2 0) 6 8.26 
(s, 1H), 8.12 (s, 1H), 7.61 (d, 1H), 7.37 (d, 1H), 7.31 (m, 2H), 7.19 (m, 1H), 6.90 (m, 1H), 
4.35 (m, 2H), 3.62 (m, 6H), 3.52 (m, 4H). ES-MS (m/z) 390 [M+l] + 

EXAMPLE 246 

10 SYNTHESIS OF l-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3-YL))-3-(3- 

PIPERDYLPROPOXY) BENZENE 



15 




N-NH 



20 



t-2-vl-5-ri-(triphenvlmethvl¥l.2.4-triazo1-3-Yl)1-m- 



A. S-Q-Perhvdro^H-] 
indazol-3-vUphenol 

To a stirred solution of 2-{3-bromo-5-[l-(triphenyhnethyl)(l,2,4-triazol-3- 
yl)j-lH-indazoyl}perhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 
was added 3-hydroxy phenylboronic acid (1 .8 1 g, 8.22 mmol), dichlorof 1,1'- 
bis(diphenylphosphino) ferrocene]palladium (0.447 g, 0.485 mmol), and potassium 
phosphate (5.78 g, 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
residue by column chromatography with 20-50% ethyl acetate/hexanes furnished the product 
(3.16 g, 96%, yield). ES-MS (m/z) 362 [M+1(-Tr)] + 

30 

B * l-(5-(lH-l,2,4-Triazol-5-vnaH-indazn1-l -vm-3-r3-p ipe ridvlDronoYv^en 7 Pn ft 

Triphenylphosphine (0.694 g, 2.65 mmol), tetrahydrofuran (2.12 mL), 3- 
piperidylpropanol (0.379 mL, 2.65 mmol) and diethylazodicarboxylate (0.418 mL, 2.65 
mmol) were added to 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazol-3-yl}phenol (0.400 g, 0.662 mmol). The mixture was stirred at ambient 
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temperature for 24 h and poured into aqueous 6 N hydrochloric acid (25 mL). After stiiring 
at ambient temperature for 4 h, the mixture was extracted with ether (3x). The aqueous 
fraction was added to aqueous 6 N sodium hydroxide (25 mL) and the pH adjusted to 1 1 . 
The solution was extracted with ethyl acetate (3x) and the organic fractions were combined 
and dried over anhydrous sodium sulfate, filtered and evaporated. The residue was purified 
by flash chromatography on silica pretreated with 2% triethylamine/ethyl acetate followed by 
0-20% methanol/ethyl acetate elution. The desired fractions were concentrated, dissolved in 
ethyl acetate, washed with aqueous sodium bicarbonate, dried over anhydrous sodium 
sulfate, filtered and evaporated to give the title compound (0.0847 g, 32% yield). ! H NMR 
10 (CD 3 OD) 6 8.71 (m, 1H), 8.34 (s, 1H), 8.10 (dd, 1H), 7.67 (dd, 1H), 7.60 (dt, 1H), 7.53 (m, 
1H), 7.45 (t, 1H), 7.01 (m, 1H), 4.14 (t, 2H), 2.61 (m, 2H), 2.53 (s, 4H), 2.05 (m, 2H), 1.65 
(m, 4H), 1.50 (m, 2H). ES-MS (m/z) 403 [M+l] + 



15 



EXAMPLE 247 

SYNTHESIS OF 4-{2-[3-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3- 
YL))PHENOXY]ETHYL} - 1 -ACETYLPIPERAZ1NE 



20 




A. S-il-Perhv dro^H-pwan^-vl-S-ri-ftriphenvhnemviyi^^-triazol-S-vDI-lH- 
^ 5 indazol-3 - vll phenol 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 
was added 3-hydroxy phenylboronic acid (1.81 g, 8.22 mmol), dichloro[l,l'- 
bis(diphenylphosphino) ferrocene]palladium (0.447 g, 0.485 mmol), and potassium 

30 

phosphate (5.78 g, 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
residue by column chromatography with 20-50% ethyl acetate/hexanes furnished the product 
(3.16 g, 96% yield). ES-MS (m/z) 362 [M+1(-Tr)] + 

35 
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B * l-fS-dH-l^^-Triazol-S-vlVlH-inda zol-B-vnVS-Q-piDerazinvlethoxv^benzene 

Triphenylphosphine (0.694 g, 2.65 mmol), tetrahydrofuran (2.12 mL), tert- 
butylcarboxypiperazinylethanol (0.610 g, 2.65 mmol) and diethylazodicarboxylate (0.418 
mL) were added to 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4-triazol-3-yl)]- 
5 lH-indazol-3-yl}phenol (0.400 g, 1 .25 mmol). The mixture was stirred at ambient 
temperature for 21h and poured into aqueous 6N hydrochloric acid (30 mL). After stirring at 
ambient temperature for 4h, the mixture was extracted with ethyl acetate (3x). The aqueous 
fraction was added to aqueous 6N sodium hydroxide (30 mL) and the pH adjusted to 1 1 . 
The solution was extracted with ethyl acetate (3x) and the organic fractions were combined 
10 and dried over anhydrous sodium sulfate, filtered and evaporated. The residue was stirred 
with trifluoracetic acid (3.0 mL) at ambient temperature for 70 min. Purification by 
preparative HPLC (5-70% acetonitrile/water) gave the title compound (0.132 g, 27% yield). 
ES-MS (m/z) 390 [M+l] + 

15 C. 4-{2-r3-(5-riH-1.2.4-Triazol- 5-vl¥lH-indazol-3-vm P henoxvl e thvn-1- 
acetvlpiperazine 

l-(5-(lH-l,2,4-triazol-3-yl)(lH-indazol-3-yl))-3-(2- 
piperazinylethoxy)benzene (0.066 g, 0.169 mmol) was stirred with pyridine (0.50 mL, 6.18 
mmol), triethylamine (0.10 mL, 0.717 mmol) and acetic anhydride (0.10 mL, 1.06 mmol) at 
ambient temperature. After 2 h, ammonium hydroxide (0.50 mL) was added and the mixture 
stirred for 1 h. The mixture was evaporated and gave the title compound (0.0064 g, 9% 
yield). J H NMR (CD 3 OD) 6 8.71 (s, 1H), 8.35 (s, 1H), 8.08 (dd, 1H), 7.66 (d, 1H), 7.61 
(dt, 1H), 7.55 (m, 1H), 7.44 (t, 1H), 7.01 (m, 1H), 4.25 (t, 2H), 3.58 (dt, 4H), 2.85 (t, 2H), 
2.60 (dt, 4H), 2.08 (s, 3H). ES-MS (m/z) 432 [M+l] + 



25 



EXAMPLE 248 

SYNTHESIS OF N-{2-[3-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3 
YL))PHENOXY]ETHYL} (PHENYLMETHOXY)CARBOXAMIDE 



30 




35 
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A - 3-{1-Pcrhvdro-2H-pvran- 2-vl-5-ri-ftriphenvlmethvlVL2.4-tria^ol-3-vni-lH- 
indazol-3-vl> phenol 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-inda2oyI}pcrhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 
5 was added 3-hydroxy phenylboronic acid (1.81 g, 8.22 mmol), dichloro[l,l'- 
bis(diphenylphosphino) ferrocenejpalladium (0.447 g, 0.485 mmol), and potassium 
phosphate (5.78 g, 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
10 residue by column chromatography with 20-50% ethyl acetate/hexanes furnished the product 
(3.16 g, 96%, yield). ES-MS (m/z) 362 [M+1(-Tr)] + 

B. N-(2-r3-(5-n H-1.2.4-Tria2ol-5-vl¥lH-inda2ol-3-vmnhenoxv1ethvn 
(phenylmethoxv^carboxamide 

Triphcnylphosphine (0.694 g, 2.65 mmol), tetrahydrofuran (2.12 mL), N- 
(carbonylbenzyloxy)aminoethanol (0.517 g, 2.65 mmol) and diethylazodicarboxylate (0.418 
mL, 2.65 mmol) were added to 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenol (0.400 g, 0.662 mmol). The mixture was stirred at 
room temperature for 23 h and poured into aqueous 6 N hydrochloric acid (25 mL). After 

OA , t 

stirring at ambient temperature for 4 h, the mixture was extracted with ether (3x). The 
aqueous fraction was added to aqueous 6 N sodium hydroxide (25 mL) and the pH adjusted 
to 1 1 . The solution was extracted with ethyl acetate (3x) and the organic fractions were 
combined and dried over anhydrous sodium sulfate, filtered and evaporated. The residue was 
purified by flash chromatography on silica pretreated with 2% triethylamine/ethyl acetate 

25 followed by 50-100% ethyl acetate/hexanes. The desired fractions were washed with 

aqueous sodium bicarbonate and extracted with ethyl acetate which gave the title compound 
(0.127 g, 42% yield) contaminated with triphenylphosphine oxide. The desired compound 
was further purified by preparative HPLC (30-80% acetonitrile/water). 'H NMR (CD 3 OD) 6 
8.71 (br s, 1H), 8.08 (br s, 1H), 7.67 (br s, 1H), 7.61 (d, 1H), 7.56 (s, 1H), 7.45 (t, 1H), 

30 7.30 (m, 5H), 7.03 (m, 1H), 5.08 (s, 2H), 4.16 (t, 2H), 3.57 (t, 2H). ES-MS (m/z) 455 
[M+l] + 



35 



-226- 



NSDOCID: <WO 0210137A2_I_> 



WO 02/10137 



PCT/U SO 1/23890 



EXAMPLE 7.4Q 

SYNTHESIS OF 2-[3-(5-(lH-l,2,4-TRIAZOL-5-YL)-lH-INDAZOL-3- 

YL)PHENOXY] ETHYL AMINE 




10 A. 2-r3-( 5-riH-l ^^-Triazol-S-vlVlH-indazol-S-vl^phenoxvlethvlamine 

N-{2-[3-(5-(lH-l,2,4-triazol-5-yl)(lH-indazol-3-yl))phenoxy]ethyl> 
(phenylmethoxy)carboxamide (0.056 g, 0.123 mmol) was treated with formic acid (2 mL), 
methanol (0.088 mL) and 10% palladium on carbon (0.060 g) under nitrogen for 3 h. The 
mixture was filtered though Celite and concentrated. The residue was taken up in aqueous 6 

15 N hydrochloric acid and extracted with ether (3x). The aqueous layer was adjusted to pH 1 1 
and extracted with dichloromethane. The organic fractions were dried over anhydrous 
sodium sulfate, filtered and evaporated. The residue was purified by preparative HPLC (30- 
80% acetonitrile/water) and gave the title compound (0.0062 g, 1 6% yield) as the mono 
trifluoroacetic acid salt. 'H NMR (CD 3 OD) 6 8.77 (d, 1H), 8.54 (s, 1H), 8.12 (dd, 1H), 7.73 

20 (m, 1H), 7.70 (m, 1H), 7.65 (m, 1H), 7.54 (t, 1H), 7.13 (m, 1H), 4.38 (t, 2H), 3.44 (t, 2H). 
ES-MS (m/z) 321 [M+l] + 



EXAMPLE 250 

SYNTHESIS OF l-(5-(lH-l,2,4-TPOAZOL-5-YL)(lH-INDAZOL-3-YL))-3-(2- 

CYCLOHEXYLETHOXY) BENZENE 



H 



30 




3- f 1 -Perhvdro-2H-p vran-2-vl-5-n -(triphenvlmethvnf 1 .2.4-triazol-3-vn"|-1 H- 
indazol-3 - vl > phenol 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
lH-indazoyl}perhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 
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was added 3-hydroxy phenylbdronic acid (1.81 g, 8.22 mmol), dichloro[l,l'- 
bis(diphenylphosphino) fenrocene]palladium (0.447 g, 0.485 mmol), and potassium 
phosphate (5.78 g, 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
5 bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
residue by column chromatography with 20-50% ethyl acetate/hexanes furnished the product 
(3.16 g, 96%, yield). ES-MS (m/z) 362 [M+1(-Tr)] + 

B. 1 -(5-(l H-l ,2,4-Triazol-5-vl¥lH-inda7 :ol-3-vn'>-3-r2-cvclohexvlethoxv^ benzene 

Triphenylphosphine (0.95 1 g, 3 .63 mmol), tetrahydrofuran (2.90 mL), 1- 
(cyclohexyl)ethanol (0.506 mL, 3.63 mmol) and diethylazodicarboxylate (0.573 mL, 3.63 
mmol) were added to 3-{l-perhydro-2H-pvran-2-yl-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazol-3-yl}phenol (0.547 g, 0.906 mmol). The mixture was stirred at room 
temperature for 23 h and poured into aqueous 6 N hydrochloric acid (25 mL). After stirring 

1 5 at ambient temperature for 4 h, the mixture was extracted with ether (3x). The aqueous 
fraction was added to aqueous 6 N sodium hydroxide (25 mL) and the pH adjusted to 1 1. 
The solution was extracted with ethyl acetate (3x) and the organic fractions were combined 
and dried over anhydrous sodium sulfate, filtered and evaporated. The residue was purified 
by preparative HPLC (30-80% acetonitrile/water) and gave an oil. A small amount of this oil 

20 was purified by flash chromatography (50-100% ethyl acetate/hexanes). The desired 
fractions were washed with aqueous sodium bicarbonate and extracted with ethyl acetate 
which gave the title compound (1 8.4 mg, 52% yield) as a white foam. 'H NMR (CDC1 3 ) 8 
8.71 (s, 1H), 8.20 (br s, 1H), 8.08 (br s, 1H), 7.65 (d, 1H), 7.59 (dt, 1H), 7.52 (m, 1H), 7.44 
(t, 1H), 7.42 (s, 1H), 4.14 (t, 2H), 3.36 (m, 1H), 1.74 (m, 6H), 1.55 (m, 1H), 1.26 (m, 3H), 

25 1.01 (m, 2H). ES-MS (m/z) 388 [M+l] + 



EXAMPLE 251 

SYNTHESIS OF l-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3-YL))-3-(2- 

AZAPERHYROEPINYLETHOXY)BENZENE 
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indazol-3-vl} phenol 

♦ 

To a stin-ed solution of 2-{3-bromo-5-[l-(triphenylmethyI)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}pcrhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 
5 was added 3-hydroxy phcnylboronic acid (1.81 g, 8.22 mmol), dichloro[l,l'- 
bis(diphenylphosphino)f e rrocene]palladium (0.447 g, 0.485 mmol), and potassium phosphate 
(5.78 g, 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture was diluted 
with dichloromethanc. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
10 column chromatography with 20-50% ethyl acetate/hexanes furnished the product (3.16 g, 
96%, yield). ES-MS (m/z) 362 [M+1(-Tr)] + 

1 -(5-f 1 H- 1 .2 .4-Tri azol- 5- vl V 1 H-indazol-3 -vm-3-f 2-azap ftr hvdroepin vl 
ethoxv^benzene 

1 5 Triphcnylphosphine (0.694 g, 2.65 mmol), tetrahydrofuran (2.12 mL), 2- 

azaperhydroepinylethanol (0.380 mL, 2.65 mmol) and diethylazodicarboxylate (0.418 mL, 
2.65 mmol) were added to 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenol (0.400 g, 0.662 mmol). The mixture was stirred at 
ambient temperature for 24 h and poured into aqueous 6 N hydrochloric acid (25 mL). After 
stirring at ambient temperature for 4 h, the mixture was extracted with ether (3x). The 
aqueous fraction was added to aqueous 6 N sodium hydroxide (25 mL) and the pH adjusted 
to 1 1 . The solution was extracted with ethyl acetate (3x) and the organic fractions were 
combined and dried over anhydrous sodium sulfate, filtered and evaporated. The residue was 
purified by flash chromatography on silica pretreated with 2% triethylamine/ethyl acetate 

25 followed by 0-20% methanol/ethyl acetate. The desired fractions were washed with aqueous 
sodium bicarbonate, extracted with ethyl acetate and evaporated and gave the title 
compound (0.0948 g, 36% yield). 'H NMR (CD 3 OD) 5 8.73 (m, 1H), 8.35 (s, 1H), 8.09 
(dd, 1H), 7.68 (dd, 1H), 7.25 (dt, 1H), 7.57 (m, 1H), 7.48 (t, 1H), 7.04 (m, 1H), 4.26 (t, 
2H), 3.07 (t, 2H), 2.91 (t, 4H), 1.70 (m, 8H). ES-MS (m/z) 403 [M+l] + 



35 
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EXAMPLE 252 

SYNTHESIS OF N-[4-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3-YL))PHENYL]-2- 

FURYL GAROXAMIDE 

H 



5 



10 




A - 4- f 1 -Perhvdro-2H-pvra n-2-vl-5-n -rtriphenvlmethvlV 1 .2.4-triazol-3-vm 1 H- 
indazol-3-vl)phenvlamine 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l^,4-triazol-3- 
15 yl)]-lH-indazoyl}perhydro-2H-pyran) (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 
was added 4-aminophenylboronic acid (1.80 g, 8.22 mmol), dichloro[l,l '- 
bis(diphenylphosphino) ferrocene]palladium (0.447 g, 0.485 mmol), and potassium 
phosphate (5.78 g, 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 

20 

bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
residue by column chromatography with 50-75% ethyl acetate/hexanes furnished the product 
(3.01 g, 91% yield). 'H NMR (DMSO-d 6 ) 6 8.54 (s, 1H), 8.20 (s, 1H), 8.00 (d, 1H), 7.79 
(d, 1H), 7.62 (d, 2H), 7.42 (m, 10H), 7.18 (m, 7H), 6.73 (d, 2H), 5.85 (dd, 1H), 3.90 
(m,lH), 3.76 (m, 1H), 2.50 (m, 2H), 2.05 (m, 2H), 1.60 (m, 2H). 

25 

B. 



N-r4-( 5-( 1 H- 1 .2.4-Tria2ol-5-v lV 1 H-indazol-3-vlV>nhenv11-2-furvl carboxamHe 

To a solution of 4- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)( 1 ,2,4- 
triazoI-3-yI)]lH-indazol-3-yI}phenylamine (0.300 g, 0.498 mmol) was added tetrahydrofuran 
(4.50 mL), triethylamine (0.345 mL, 2.48 mmol), and 2-furoyl chloride (0.058 mL, 0.735 
mmol). The mixture was stirred for 16 h at ambient temperature and poured into saturated 
sodium bicarbonate (50 mL). The aqueous layer was extracted with ethyl acetate. The 
combined organic extracts were washed with saturated sodium bicarbonate, dried over 
anhydrous sodium sulfate, filtered and evaporated. Purification by preparative HPLC (30- 
80% acetonitrile/water) followed by washing with saturated sodium bicarbonate and 

35 

extraction with ethyl acetate gave the title compound (0.0086 g, 5% yield). 'H NMR 



30 
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(DMSO-d 6 ) 6 8.75 (d, 1H), 8.10 (m, 6H), 7.74 (m, 1H), 7.39 (d, 1H), 6.75 (m, 1H). ES-MS 
(m/z) 371 [M+l] + 

EXAMPLE 253 

5 SYNTHESIS OF [3K5^1H-l,2,4-TRIAZO1^5-YL)(lH-IKDAZ0L-3-YL))PHENYL]-N- 

BENZYL CAROXAMIDE 

H 



10 




o 



A. Metfavl 3- i 1 -perhvdro-2H-pvran-2-vl-5-r 1 -(triphenvhnethvWl .2.4-triazol-3-vW- 
15 lH-indazol-3-vUbenzoate 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 
was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 1 5. 1 1 mmol), dichloro[l,l '- 
bis(diphenylphosphino) ferrocene]palladium (0.822 g, 1.01 mmol), and potassium phosphate 

20 (10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 
94% yield). 'H NMR (CDC1 3 ) 6 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 

25 (d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 

B. (3- f l-Perhvdro-2H-Pvran-2-vl-5-n -ftriphenyhnethvlV 1 .2.4-triazol-3-vl)1(lH- 
indazol-3-vB)phenvlVN-benzvlcarboxamide 

To a stirred solution of methyl 3-{l-perhydro-2H-pyran-2-yl-5-[l- 
30 (triphenyhnethyl)(l,2,4-triazol-3-yl)]-lH-indazol-3-yl}benzoate (0.400 g, 0.619 mmol) in a 
tetrahydrofuran/water mixture (2.50 mL/1.00 mL) was added hthium hydroxide 
monohydrate (0.0780 g, 1.86 mmol) and the mixture heated at 60°C for 21 h. To this 
mixture was added tetrahydrofuran (2.00 mL), benzylamine (0.203 mL, 1.86 mmol), 1- 
hydroxybenzotriazole hydrate (0.251 g, 1.86 mmol) and l-(3-dimemylaininopropyl)-3- 
35 ethylcarbodiimide hydrochloride (0.356 g, 1.86 mmol). This mixture was stirred for 18 h at 
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ambient temperature. After the mixture was extracted with ethyl acetate (2x), the combined 
organic extracts were washed with aqueous saturated sodium bicarbonate, followed by brine, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
flash chromatography with 30-60% ethyl acetate/hexanes gave the title compound (0.232 g, 
5 78% yield). ES-MS (m/z) 479 [M+1(-Tr)] + . 

■ 

C. r3-(5-(lH-l ,2.4-Triazol-5-viy lH-indazol-3-vl^phenvn-N-benzvl carboxamide 

To a stirred solution of (3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 - 
(triphenylmethyl)(l ,2,4-tria^ 

10 g, 0.322 mmol) was added dioxane (10.0 mL) and aqueous 6 N hydrochloric acid (10.0 mL) 
and the mixture heated at 50 °C for 24 h. The mixture was cooled and aqueous 6 N sodium 
hydroxide (20 mL). Neutralization of the aqueous layer to pH=7 with aqueous 6 N 
hydrochloric acid followed by extraction with ethyl acetate, drying of the organic extracts 
over anhydrous sodium sulfate, filtration and evaporation gave crude product. Purification by 

15 preparative HPLC (15-80% acetonitrile/water) followed by washing with saturated sodium 
bicarbonate and extraction with ethyl acetate gave the title compound (0.0230 g, 18% yield). 
! H NMR (CD 3 OD) 6 8.78 (s, 1H), 8.49 (t, 1H), 8.21 (dt, 1H), 8.11 (br d, 1H), 7.93 (dt, 
1H), 7.69 (t, 1H), 7.65 (d, 1H), 7.40 (dd, 2H), 7.32 (m, 2H), 7.24 (m, 1H), 4.64 (s, 2H). 
ES-MS (m/z) 395 [M+l] + 

20 

EXAMPLE 254 

SYNTHESIS OF N-{2-[3-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3- 

YL)PHENOXY]ETHYL} ACETAMIDE 

25 




30 

A. 3- 1 1 -Perhvdro-2H-pvran-2-vl-5 -F 1 -(triphenvlmethvlV 1 .2.4-triazol-3-vn V 1 H- 
indazol-3-vl \ phenol 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 
35 was added 3-hydroxy phenylboronic acid (1.81 g, 8.22 mmol), dichloro[l,r~ 

-232- 



NSDOCID: <WO 0210137A2 I > 



WO 02/10137 PCT/US01/23890 



bis(diphenylphosphino) ferrocene]palladium (0.447 g, 0.485 mmol), and potassium 
phosphate (5.78 g, 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
5 residue by column chromatography with 20-50% ethyl acetate/hexanes furnished the product 
(3. 1 6 g, 96% yield). ES-MS (m/z) 362 [M+l (-Tr)] + 

B - N- (2-r3-r 5-C1H-1 .2.4-Tria 7ol-5-vlVlH-indazol-3-vnphenoxv1ethvn acrta™** 

Triphenylphosphine (0.694 g, 2.65 mmol), tetrahydrofuran (2.12 mL), 2-N- 

10 acetylaminoethanol (0.387 g, 2.65 mmol) and diethylazodicarboxylate (0.418 mL, 2.65 
mmol) were added to 3-{l-perhydjo-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazol-3-yl} phenol (0.400 g, 0.662 mmol). The mixture was stirred at ambient 
temperature for 24 h and poured into aqueous 6 N hydrochloric acid (25 mL). After stirring 
at ambient temperature for 4 h, the mixture was extracted with ether (3x). The aqueous 

15 fraction was added to aqueous 6 N sodium hydroxide (25 mL) and the pH adjusted to 1 1. 
The solution was extracted with ethyl acetate (3x) and the organic fractions were combined 
and dried over anhydrous sodium sulfate, filtered and evaporated. The residue was purified 
by flash chromatography on silica pretreated with 2% triemylamine/ethyl acetate followed by 
5-10% methanol/ethyl acetate elution. The desired fractions were concentrated, dissolved in 
ethyl acetate, washed with aqueous sodium bicarbonate, dried over anhydrous sodium 
sulfate, filtered and evaporated which gave the title compound (0.0088g, 4% yield). 'H NMR 
(CD 3 OD) 6 S.72 (s, 1H), 8.40 (br s, 1H), 8.09 (d, 1H), 7.67 (d, 1H), 7.61 (dt, 1H), 7.56 (m, 
1H), 7.45 (t, 1H), 7.03 (m, 1H), 4.15 (t, 2H), 3.61 (t, 2H), 1.98 (s, 3H). ES-MS (m/z) 363 
[M+lf 

25 

EXAMPLE 255 

SYNTHESIS OF 5-[3-(2-CHLOROPHENYL)-lH-INDAZOL-3-YL]-lH-l,2,4- 

TRIAZOLE 

30 




35 
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A. 2-{3-(2-ChlorophenvlV5-fl^ 

indazo 1 vl \ p erhvdro-2H-p vran 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (0.400 g, 0.619 mmol) in dimethoxyethane (3.36 mL) 
was added 2-chlorophenylboronic acid (0.160 g, 1.02 mmol), dichloro[l,l'- 
bis(diphenylphosphino) ferrocene]palladium (0.0554 g, 0.068 mmol), and potassium 
phosphate (0.71 8 g, 3.38 mmol) and the mixture was heated at reflux for 60 h. The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
residue by column chromatography with 30-40% ethyl acetate/hexanes furnished the product 
(0.327 g, 85% yield). ES-MS (m/z) 622 [M+l] + 



B. Synthesis of 5-r3-(2-chlorophenvlVlH-indazol-3-vl1-lH-l,2,4-tria2ole 

To a stirred solution of 2-{3-(2-chlorophenyl)-5-[l-(triphenylmethyl)(l^,4- 

* 5 triazol-3-yl)]-lH4ndazolyl}perhydro-2H-pyran (0.328 g, 0.527 mmol) was added dioxane 
(10.0 mL) and aqueous 6 N hydrochloric acid (10.0 mL) and the mixture heated at 60°C for 
24 h. The mixture was cooled and aqueous 6 N sodium hydroxide (20 mL). Neutralization of 
the aqueous layer to pH 7 with aqueous 6 N hydrochloric acid followed by extraction with 
ethyl acetate, drying of the organic extracts over anhydrous sodium sulfate, filtration and 

~® evaporation gave crude product. Purification of the crude product by preparative HPLC (15- 
80% acetonitrile/water) followed by washing with saturated sodium bicarbonate and 
extraction with ethyl acetate gave the title compound (0.0388 g, 25% yield). *H NMR 
(CD 3 OD) 6 8.31 (s, 1H), 8.10 (d, 1H), 7.70 (d, 1H), 7.62 (m, 2H), 7.48 (m, 2H). ES-MS 
(m/z) 296 [M+l] + 

25 

EXAMPLE 256 
SYNTHESIS OF [3-(5-(lH-l,2,4-TRIAZ^^ 

(2,2-DIMEHTYLPROPYL)CARBOXAMIDE 



30 




H 3 C CH 3 



35 
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A. Methvl 3-11 -perhvdro-2H-pvran-2-vl-5-r 1 -( triphenvlmethvlV 1 .2.4-triazol-3-vlVl- 
lH-indazol-3-vl)benzoate 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 

5 was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.11 mmol), dichloro[l,r- 
bis(diphenylphosphino) ferrocene]palladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 

10 column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 
94% yield). »H NMR (CDC1 3 ) 6 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 

B. N-( 2.2-Dimethvlpropviy3- ( 1 -perhvdro-2H-pyran-2-vl-5-r 1 -( triphenvl 
15 methvDf 1 .2.4- triazol-3-vD1f lH-indazol-3>vn>phenvncarboxamide 

To a stirred solution of methyl 3-{l-perhydro-2H-pyran-2-yl-5-[l- 
(triphenylmethyl)(l,2,4-triazol-3-yl)]-lH-indazol-3-yl}benzoate (0.431 g, 0.667 mmol) in a 
tetrahydrofiiran/water mixture (2.70 mI7L62 mL) was added lithium hydroxide 
monohydrate (0.0840 g, 2.00 mmol) and the mixture heated at 60°C for 21 h. To this 

20 mixture was added tetrahydrofuran (2.16 mL), 2,2-dimethylpropyl amine (0.174 g, 2.00 
mmol), 1-hydroxybenzotriazole hydrate (0.270 g, 2.00 mmol) and l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.384 g, 2.00 mmol). This 
reaction mixture was stirred for 67 h at ambient temperature. The mixture was extracted 
with ethyl acetate (2x). The combined organic extracts were washed with an aqueous 

25 saturated sodium bicarbonate solution, washed with brine, dried over anhydrous sodium 
sulfate, filtered and evaporated. Purification of the residue by flash chromatography with 40- 
60% ethyl acetate/hexanes gave the title compound (0.337 g, 72% yield). ES-MS (m/z) 459 
[M+1(-Tr)] + 

30 C. f3-f5-nH-L2.4-Triazol-5-vlVlH-^ 
propvDcarboxamide 

To a stirred solution of N-(2,2-dimethylpropyl)(3-{l-perhydro-2H-pyran-2- 
yl-5-[l -(triphenyl methyl)(l ,2,4-triazol-3-yl)](lH-indazol-3-yl)}phenyl)carboxamide (0.337 
g, 0.481 mmol) was added dioxane (4.0 mL) and aqueous 6 N hydrochloric acid (4.0 mL) 
35 and the mixture heated at 60°C for 4 h. The mixture was cooled and poured into aqueous 
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saturated sodium bicarbonate (50 mL). The aqueous layer was extracted with ethyl acetate. 
The combined organic extracts were washed with saturated sodium bicarbonate, dried over 
anhydrous sodium sulfate, filtered and evaporated. Addition of ethyl acetate (5 mL) initiated 
crystal growth and the ethyl acetate layer was pipetted off. Filtration of the crystals and 
5 washing with hexanes gave the title compound (0.0381 g, 21% yield). X H NMR (CD 3 OD) 6 
8.80 (s, 1H), 8.60 (br t, 1H), 8.45 (t, 1H), 8.20 (dt, 1H), 8.12 (br d, 1H), 7.89 (dt, 1H), 7.70 
(d, 1H), 7.67 (t, 1H), 3.27 (s, 2H), 1.01 (s, 9H). ES-MS (m/z) 375 [M+l] + 

* 

EXAMPLE 257 

10 SYNTHESIS OF [3^5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3-YL))PHENYL]-N- 

(CYCLOPROPYLMETHYL)CARBOXAMIDE 



15 




20 A. Methvl 3- f 1 -perhvdro-2H-pvran-2-vl-5-r 1 -ftriphenvlmethvl¥l .2.4-triazol-3-vW- 
lH-indazol-3-vn benzoate 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 

■ 

yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 
was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.11 mmol), dichloro[l,l'- 

^ bis(diphenylphosphino) ferrocene]palladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 

30 94% yield). ! H NMR (CDC1 3 ) 6 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 



35 
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B. N-f Cvclopropylmethvnr 3- i 1 -nerh vdro-2H-pyran-2-vl-5-[ 1 -( triphenvlmethvn 
(L2,4-triazol-3-vl)]aH-indazol-3^^^^ 

To a stirred solution of methyl 3- { l-perhydro-2H-pyran-2-yl-5-[ 1 - 
(triphenylmethyl) (l,2,4-triazol-3-yl)]-lH-indazol-3-yl}benzoate (0.431 g, 0.667 mmol) in a 
5 tetrahydrofuran/water mixture (2.70 mL/1 .62 mL) was added lithium hydroxide 
monohydrate (0.0840 g, 2.00 mmol) and the mixture heated at 60°C for 21 h. To this 
mixture was added tetrahydrofuran (2.00 mL), cyclopropylmethyl amine (0.161 mL, 1.86 
mmol), l-hydroxybenzotriazole hydrate (0.251 g, 1.86 mmol) and l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.356 g, 1.86 mmol). This 

10 reaction mixture was stirred for 67 h at ambient temperature. The mixture was extracted 
with ethyl acetate (2x). The combined organic extracts were washed with an aqueous 
saturated solution of sodium bicarbonate, followed by brine, dried over anhydrous sodium 
sulfate, filtered and evaporated. Purification of the residue by flash chromatography with 40- 
100% ethyl acetate/hexanes gave the title compound (0.241 g, 53% yield). ES-MS (m/z) 443 

15 [M+1(-Tr)f 

C. Synthesis of r3-(5-( lH-1.2.4-triazol-5-viy lH-indazol-3-vmphenvll-N- 
(cvclopropvlmethvl)carboxamide 

To a stirred solution of N-(cyclopropylmethyl)(3-{l-perhydro-2H-pyran-2-yl- 
20 5-[l-(triphenylmethyl) (l,2,4-triazol-3-yl)](lH-indazol-3-yl)}phenyl)carboxamide (0.241 g, 
0.352 mmol) was added dioxane (4.0 mL) and aqueous 6 N hydrochloric acid (4.0 mL) and 
the mixture heated at 50 °C for 4 h. The mixture was cooled and poured into aqueous 
saturated sodium bicarbonate (50 mL). The aqueous layer was extracted with ethyl acetate. 
The combined organic extracts were washed with saturated sodium bicarbonate, dried over 
^ anhydrous sodium sulfate, filtered and evaporated. Addition of ethyl acetate (5 mL) initiated 
crystal growth and the ethyl acetate phase was pipetted off. The crystals were filtered. 
Purification by preparative HPLC (30-80% acetonitrile/water) gave the title compound 
(0.0682 g, 54% yield). *H NMR (CD 3 OD) 6 8.79 (s, 1H), 8.45 (m, 1H), 8.19 (dt, 1H), 8.11 
(d, 1H), 7.90 (dt, 1H), 7.69 (d, 1H), 7.66 (t, 1H), 3.30 (m, 2H), 1.18 (m, 1H), 0.55 (m, 2H), 
30 0.32 (m, 2H). ES-MS (m/z) 359 [M+l] + 



35 
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EXAMPLE 258 

SYNTHESIS OF [3-(5-(lH-l,2,4-TRIZOL-5-YL)(m 

P YRID YLMETHYL) C ARB OXAMEDE 




10 

A. Methyl 3-n-pcrhvdro-2H-pwan-2-v^^ 
lH-indazol-3-vl ) bcnzoate 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 

^ was added 3-(carboxymcthyl)phenylboronic acid (2.72 g, 15.11 mmol), dichloro[l,l'- 

bis(diphenylphosphino) ferrocene]palladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with dichloromethanc. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 

20 column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 
94% yield). ! H NMR (CDC1 3 ) 8 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 

B. (3-n-Perhvdro-2H-pyran-2-vl-5-^ 

25 indazol-3-vDlnhenvlVN-f3-pvridvlmethvDcarboxamide 

To a stirred solution of methyl 3 - { 1 -p erhydro -2H-pyran-2 -yl- 5 - [ 1 - 
(triphenylmethyl) (l,2,4-triazol-3-yl)]-lH-indazol-3-yl}benzoate (0.431 g, 0.667 mmol) in a 
tetrahydrofiiran/water mixture (2.70 mL/1.62 mL) was added lithium hydroxide 
monohydrate (0.0840 g, 2.00 mmol) and the mixture heated at 60°C for 21 h. To this 

30 mixture was added tetrahydrofuran (2.00 mL), 3-pyridylmethylamine (0.189 mL, 1.86 
mmol), 1-hydroxybenzotriazole hydrate (0.251 g, 1.86 mmol) and l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.356 g, 1.86 mmol). This 
reaction mixture was stirred for 67 h at ambient temperature. The mixture was extracted 
with ethyl acetate (2x). The combined organic extracts were washed with an aqueous 

35 saturated solution of sodium bicarbonate, followed by brine, dried over anhydrous sodium 
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sulfate, filtered and evaporated. Purification of the residue by flash chromatography with 5% 
methanol/ethyl acetate gave the title compound (0.242 g, 50% yield). ES-MS (m/z) 480 
[M+1(-Tr)] + 

5 C. Synthesis of r3-r5-riH-h2^triazol-5-vl¥lH>indazol-3-vl^phenvlVN-(3- 
pvridylmethvDcarboxamide 

To a stirred solution of (3-{l-perhydro-2H-pyran-2-yl-5-[l- 
(triphenylmethyl)(l ,2,4-triazol-3-yl)](lH-indazol-3.yl)}phenyl)-N-(3- 

pyridylmethyl)carboxamide (0.242 g, 0.335 mmol) was added dioxane (4.0 mL) and aqueous 
^6N hydrochloric acid (4.0 mL) and the mixture heated at 50°C for 4 h. The mixture was 
cooled and poured into aqueous saturated sodium bicarbonate (50 mL). The aqueous layer 
was extracted with ethyl acetate. The combined organic extracts were washed with saturated 
sodium bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated.-Addition 
of ethyl acetate (5 mL) initiated crystal growth and the ethyl acetate phase was pipetted off. 
* 5 The crystals were filtered. Purification by preparative HPLC (5-70% acetonitrile/water) 
followed by washing with saturated sodium bicarbonate and extraction with ethyl acetate 
gave the title compound (0.0230 g, 17% yield). *H NMR (CD 3 OD) 5 8.79 (s, 1H), 8.60 (m, 
1H), 8.49 (m 5 1H), 8.44 (dd, 1H), 8.22 (dt, 1H), 8.10 (d, 1H), 7.93 (m, 2H), 7.69 (m, 2H), 
7.43 (m, 1H), 4.67 (s, 1H). ES-MS (m/z) 396 [M+l] + 

20 

EXAMPLE 259 
SYNTHESIS OF [3-(5-(lH-l,2,4-TRIAZO 

METHYL PIPERAZINYL KETONE 

25 



30 




A. Methyl 3- ( 1 -perhvdro-2H-pvran-2-vl-5-r 1 -f triphenvlmethvlX 1 ,2.4-triazol-3-vW- 
lH-indazol-3-vUbenzoate 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
^ yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 
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was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.11 mmol), dichloro[l,l'- 
bis(diphenylphosphino) ferrocene]palladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
* dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 
94% yield). 'H NMR (CDC1 3 ) 6 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 

10 B. Synthesis of \3-(5-( lH-L2^triazol-5-vlVlH-inda2ol-3-vl^phenvl1-4-methvl 
piperazinvl ketone 

To a stirred solution of methyl 3- { 1 -perhydro-2H-pyran-2-yl-5-[l - 
(triphenylmethyl)(l,2,4-tri^ (0.800 g, 1.24 mmol) in a 

tetrahydrofuran/water mixture (5.0 mL/2.0 mL) was added lithium hydroxide monohydrate 

15 (0.156 g, 3.72 mmol) and the mixture heated at 52°C for 17 h. To this mixture was added 
tetrahydrofuran (4.0 mL), 1-hydroxybenzotriazole hydrate (0.502 g, 3.72 mmol) and N- 
methylpiperazine (0.413 mL, 3.72 mmol) and this reaction mixture was stirred for 10 h at 
ambient temperature. Additional 1-hydroxybenzotriazole hydrate (0.356 g, 2.64 mmol) and 
N-methylpiperazine (0.206 mL, 1.86 mmol) were added and the mixture stirred for an 

20 additional 63 h at ambient temperature. The mixture was poured into aqueous 6 N 
hydrochloric acid and the mixture stirred for 24 h at room temperature. The solids were 
removed by filtration and the filtrate was extracted with ether (2x). The aqueous layer was 
adjusted to pH 10 with aqueous 6 N sodium hydroxide and extracted with ethyl acetate. The 
organic extracts were dried over anhydrous sodium sulfate, filtered and evaporated. 

25 Purification by preparative HPLC (5-70% acetonitrile/water) followed by washing with 
saturated sodium bicarbonate and extraction with ethyl acetate gave the title compound 
(0.140 g). l H NMR (CD 3 OD) 6 8.73 (s, 1H), 8.36 (s, 1H), 8.16 (dt, 1H), 8.10 (dd, 1H), 
8.06 (m, 1H), 7.68 (dd, 1H), 7.66 (t, 1H), 7.49 (dt, 1H), 3.83 (br s, 2H), 3.60 (br s, 2H), 
2.54 (br d, 4H), 2.34 (s, 3H). ES-MS (m/z) 388 [M+l] + 

30 



35 
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EXAMPLE 260 

SYNTHESIS OF [3-(5-(lH-l,2,4-TRIAZ^^ 

[(4-FLUOROPHENYL)METHYL]CARBOXAMIDE 



5 

H 




A. Methyl 3- (1 -perhvdro-2H-pyran-2-vl-5-r 1 -(triphenvlmethvWl ,2,4-triazol-3-vrfl- 
lH-indazol-3-vnbenzoate 

To a stirred solution of 2- {3-bromo-5-[ 1 -(triphenylmethyl)(l ,2,4-triazol-3- 

15 yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 
was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.11 mmol), dichloro[l,r- 
bis(diphenylphosphino) ferrocenejpalladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 

20 dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 
94% yield). l U NMR (CDC1 3 ) 6 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 

25 B. N-r(4-FluorophcnvnmethvH( 3- ( 1 -perhvdro-2H-pwan-2-vl-5-ri - 

(triphenvlmeth v\)( 1 .2.4-triazol-3-vlW lH-indazol-3-vD)r>henvncarboxamide 
To a stirred solution of methyl 3- { 1 -perhydro-2H-pyran-2~yl-5-[ 1 - 
(triphenylmethyl)(l,2 Atriazol-3-yl)]-lH-indazol-3-yl}benzoate (0.431 g, 0.667 mmol) in a 
tetrahydrofuran /water mixture (2.70 mL/1.62 mL) was added lithium hydroxide 

30 monohydrate (0.0840 g, 2.00 mmol) and the mixture heated at 60°C for 21 h. To this 

mixture was added tetrahydrofuran (2.00 mL), 4-fluorobenzylamine (0.212 mL, 1.86 mmol), 
1-hydroxybenzotriazole hydrate (0.251 g, 1.86 mmol) and l-(3-dimethylaminopropyl)-3- 
ethylcarbodiimide hydrochloride (0.356 g, 1.86 mmol). This reaction mixture was stirred for 
1 8 h at ambient temperature. The mixture was extracted with ethyl acetate (2x). The 

35 combined organic extracts were washed with aqueous saturated sodium bicarbonate, 
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followed by brine, dried over anhydrous sodium sulfate, filtered and evaporated. Purification 
of the residue by flash chromatography with 30-60% ethyl acetate/hexanes gave the title 
compound (0.423 g, 86% yield). ES-MS (m/z) 497 [M+1(-Tr)] + 

5 C. r3-(5-(lH-K2.4^Tria2ol-5-vnflH4nda2ol-3-vmphenvlVN~rf4> 
fluorophenvDmethvllcarboxamide 

To a stirred solution of N-[(4-fluorophenyl)methyl](3-{l-perhydro-2H~pyran- 
2-yl-5-[l-(triphenylmethyl) (l,2,4-triazol-3-yl)](lH-indazol-3-yl)}phenyl)carboxamide 
(0.423 g, 0.573 mmol) was added dioxane (4.0 mL) and aqueous 6 N hydrochloric acid (4.0 

*° mL) and the mixture heated at 50°C for 5.5 h. The mixture was cooled and poured into 
saturated sodium bicarbonate (50 mL). The aqueous layer was extracted with ethyl acetate. 
The combined organic extracts were washed with saturated sodium bicarbonate, dried over 
anhydrous sodium sulfate, filtered and evaporated. Addition of ethyl acetate (5 mL) initiated 
crystal growth and the ethyl acetate phase was pipetted off. The crystals were filtered. 

" Purification by preparative HPLC (30-80% acetonitrile/water) followed by washing with 
saturated sodium bicarbonate and extraction with ethyl acetate gave the title compound 
(0.0723 g, 31% yield). ! H NMR (CD 3 OD) 6 8.78 (s, 1H), 8.49 (t, 1H), 8.22 (dt, 1H), 8.13 
(d, 1H), 7.94 (dt, 1H), 7.70 (d, 1H), 7.68 (t, 1H), 7.43 (m, 2H), 7.07 (m, 2H), 4.60 (s, 2H). 
ES-MS (m/z) 413 [M+l] + 

20 

EXAMPLE 261 
SYNTHESIS OF [3K5-(lH-l,2,4-TRIAZOL-5-^ 

INDAN-2-YLCARBOXAMIDE 

25 



30 




A. Methyl 3- ( 1 -perhvdro-2H-pyran-2-vl-5-r 1 -(triphenvlmethvPr 1 .2»4-triazol-3-vrn- 
1 H-indazol-3-vl ) benzoate 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l^,4-triazol-3- 
35 yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 
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was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.11 mmol), dichloro[l,r- 
bis(diphenylphosphino) ferrocene]palladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
^ dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 
94% yield). »H NMR (CDC1 3 ) 6 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 

10 B. N-Indan-2-vl(3-n-perhv^^ 

vffl ( 1 H-indazol-3 -vl) ) phenvDcarboxamide 

To a stirred solution of methyl 3- { 1 -perhydro-2H-pyran-2-yl-5-[l - 
(triphenylmethyl)(l,2,4-triazo^ (0.400 g, 0.619 mmol) in a 

tetrahydrofuran /water mixture (2.50 mL/1.00 mL) was added lithium hydroxide 

15 monohydrate (0.0780 g, 1.86 mmol) and the mixture heated at 60°C for 21 h. To this 
mixture was added tetrahydrofuran (2.00 mL), 2-aminoindane (0.316 g, 1.86 mmol), 1- 
hydroxybenzotriazole hydrate (0.251 g, 1.86 mmol) and l-(3-dimethylaminopropyl)-3- 
ethylcarbodiimide hydrochloride (0.356 g, 1.86 mmol). This mixture was stirred for 18 h at 
ambient temperature. After the mixture was extracted with ethyl acetate (2x), the combined 

^ organic extracts were washed with aqueous saturated sodium bicarbonate, followed by brine, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
flash chromatography with 30-60% ethyl acetate/hexanes gave the title compound (0.342 g, 
74% yield). ES-MS (m/z) 505 [M+1(-Tr)] + 

25 C. f3-( 5-( 1 H- 1 .2.4-Triazol-5-vn( lH-indazol^-vl^phenvn-N-indan^-vlcarboxamide 

To a stirred solution of N-indan-2-yl(3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 - . 
(triphenylmethyl)(l,2,4-tri^ (0.342 g, 0.458 

mmol) was added dioxane (4.0 mL) and aqueous 6 N hydrochloric acid (4.0 mL) and the 
mixture heated at 50°C for 5.5 h. The mixture was cooled and poured into saturated sodium 

OA 

u bicarbonate (50 mL). The aqueous layer was extracted with ethyl acetate. The combined 
organic extracts were washed with saturated sodium bicarbonate, dried over anhydrous 
sodium sulfate, filtered and evaporated. Addition of ethyl acetate (5mL) initiated crystal 
growth and the ethyl acetate phase was pipetted off. The crystals were filtered. Purification 
by preparative HPLC (30-80% acetonitrile/water) followed by washing with saturated 
OJ sodium bicarbonate and extraction with ethyl acetate gave the title compound (0.0414 g, 
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22% yield). 'H NMR (CD 3 OD) 6 8.79 (s, 1H), 8.50 (m, 1H), 8.21 (d, 1H), 8.13 (d, 1H), 
7.91 (d, 1H), 7.69 (m, 2H), 7.25 (m, 2H), 7.17 (m, 2H), 4.83 (m, 1H), 3.34 (dd, 2H), 3.07 
(dd, 2H). ES-MS (m/z) 421 [M+l] + 

* 

EXAMPLE 262 

SYNTHESIS OF [3-(5-(lH-l,2,4-TRIAZOL-5-^ 

((lR)INDANYL)CARBOXAMIDE 



H 




15 A. Methvl 3- n-Derhvdro>2H-Dvran-2-vl-541-(triphenvlinethvn(l .2.4-triazol-3-vW- 
lH-indazol-3-vUbenzoate 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4--triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 
was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.1 1 mmol), dichloro[l,r- 

20 bis(diphenylphosphino) ferrocene]palladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 

25 94% yield). 'H NMR (CDC1 3 ) 8 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 

B. N-( ( 1 R^IndanvlV 3- 1 1 -perhvdro-2H-pvran-2-vl-5-r 1 -( triphenvlmethyDf 1 .2,4-triazol- 
S-vDKlH-indazol^S^vlHphenvncarboxamide 

30 To a stirred solution of methyl 3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 - 

(triphenylmethyl)(l,2,4-tria^ (0.400 g, 0.619 mmol) in a 

tetrahydrofuran /water mixture (2.50 mL/1 .00 mL) was added lithium hydroxide 
monohydrate (0.0780 g, 1.86 mmol) and the mixture heated at 60°C for 21 h. To this 
mixture was added tetrahydrofuran (2.00 mL), (R)-(-)- 1 -aminoindane (0.239 mL, 1 .86 

35 mmol), 1-hydroxybenzotriazole hydrate (0.251 g, 1.86 mmol) and l-(3- 
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dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.356 g, 1.86 mmol). This mixture 
was stirred for 1 8 h at ambient temperature. After the mixture was extracted with ethyl 
acetate (2x), the combined organic extracts were washed with aqueous saturated sodium 
bicarbonate, followed by brine, dried over anhydrous sodium sulfate, filtered and evaporated. 
5 Purification of the residue by flash chromatography with 30-60% ethyl acetate/hexanes gave 
the title compound (0.292 g, 63% yield). ES-MS (m/z) 505 [M+l (-Tr)] + 

C r3-(5-( 1 H-l ,2,4-Triazol-5-vl¥ 1 H-indaynl - S-vl^nhenvll-N-fdRtindaTivn 
carboxamide 

To a stirred solution of N-((lR)indanyl)(3-{l-perhydro-2H-pyran-2-yl-5-[l- 
(triphenylmethyl)(l,2,4-triazol-3-yl)](lH-mdazolO-yl)}phenyl)carboxamide (0.292 g, 0.391 
mmol) was added dioxane (4.0 mL) and aqueous 6 N hydrochloric acid (4.0 mL) and the 
mixture heated at 60°C for 18 h. The mixture was cooled and poured into saturated sodium 
bicarbonate (50 mL). The aqueous layer was extracted with ethyl acetate. The combined 

15 organic extracts were washed with saturated aqueous sodium bicarbonate, dried over 

anhydrous sodium sulfate, filtered and evaporated. Addition of ethyl acetate (5 mL) initiated 
crystal growth and the ethyl acetate phase was pipetted off. The crystals were filtered. 
Purification by preparative HPLC (30-80% acetonitrile/water) followed by washing with 
saturated sodium bicarbonate and extraction with ethyl acetate gave the title compound 

20 (0.0150 g, 9% yield). 'H NMR (CD 3 OD) 8 8.80 (s, 1H), 8.55 (s, 1H), 8.23 (d, 1H), 8.13 (d, 
1H), 7.96 (dd, 1H), 7.70 (m, 2H), 7.36 (m, 1H), 7.28 (m, 1H), 7.23 (m, 2H), 5.67 (t, 1H), 
3.08 (m, 1H), 2.92 (m, 1H), 2.60 (m, 2H), 2.08 (m, 1H). ES-MS (m/z) 421 [M+l] + 

EXAMPLE 263 

25 SYNTHESIS OF [3-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3-YL))PHENYL]-N- 

(( 1 S)IND ANYDCARBOXAMIDE 



30 




35 
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A. Methvl 3-n-perhvdro-2H-pvr^ 
lH-indazol-3-vUbenzoate 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 
5 was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.11 mmol), dichloro[l,r- * 
bis(diphenylphosphino) ferrocene]paliadium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
1^ column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 
94% yield). *H NMR (CDC1 3 ) 6 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 

B. N-(( 1 S^ftidanvnn- 1 1 -perhvdro-2H-pvran-2-vl-5-r 1 -ftriphenvl methvPf 1 .2.4- 
* 5 triazol-S-vnidH-indazol-S-vniphenvDcarboxamide 

To a stirred solution of methyl 3 - { 1 -perhydro-2H-pyran-2-yl-5 - [ 1 - 
(triphenylmethyl)(l,2,4-t^ (0.400 g, 0.619 mmol) in a 

tetrahydrofuran /water mixture (2.50 mL/1 .00 mL) was added lithium hydroxide 
monohydrate (0.0780 g, 1.86 mmol) and the mixture heated at 60°C for 21 h. To this 

2 ^ mixture was added tetrahydrofuran (2.00 mL), (S)-(+)- 1 -aminoindane (0.239 mL, 1.86 
mmol), 1-hydroxybenzotriazole hydrate (0.251 g, 1.86 mmol) and l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.356 g, 1.86 mmol). This mixture 
was stirred for 18 h at ambient temperature. After the mixture was extracted with ethyl 
acetate (2x), the combined organic extracts were washed with aqueous saturated sodium 

25 bicarbonate, followed by brine, dried over anhydrous sodium sulfate, filtered and evaporated. 
Purification of the residue by flash chromatography with 30-60% ethyl acetate/hexanes gave 
the title compound (0.277 g, 60% yield). ES-MS (m/z) 505 [M+1(-Tr)] + 

C. r3-(5-(lH-1.2.4-Triazol-5-vl¥lH-indazol-3-vm P henvl1-N-(( 
^^ carboxamide 

To a stirred solution of N-((lS)indanyl)(3-{l-perhydro-2H-pyran-2-yl-5-[l- 
(triphenyl methyl)(l,2,4-triazol-3-yl)](lH-indazol-3-yl)}phenyl)carboxamide (0.277 g, 0.371 
mmol) was added dioxane (4.0 mL) and aqueous 6 N hydrochloric acid (4.0 mL) and the 
mixture heated at 50°C for 5.5 h. The mixture was cooled and poured into saturated sodium 
^ bicarbonate (50 mL). The aqueous layer was extracted with ethyl acetate. The combined 
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organic extracts were washed with saturated sodium bicarbonate, dried over anhydrous 
sodium sulfate, filtered and evaporated. Addition of ethyl acetate (5 mL) initiated crystal 
growth and the ethyl acetate phase was pipetted off The crystals were filtered. Purification 
by preparative HPLC (30-80% acetonitrile/water) followed by washing with saturated 
5 sodium bicarbonate and extraction with ethyl acetate gave the title compound (0.0133 g, 9% 
yield). 'H NMR (CD 3 OD) 6 8.81 (s, 1H), 8.54 (m, 1H), 8.39 (br s, 1H), 8.24 (d, 1H), 8.13 
(d, 1H), 7.96 (m, 1H), 7.70 (m, 2H), 7.37 (m, 1H), 7.27 (m, 1H), 7.22 (m, 2H), 5.70 (t, 1H), 
3.09 (m, 1H), 2.93 (m, 1H), 2.61 (m, 2H), 2.09 (m, 1H). ES-MS (m/z) 421 [M+l] + 

10 EXAMPLE 264 

SYNTHESIS OF [3K5^1H-l,2,4-TRIAZOL-5-^ 

((1 S,2R)-2-HYDROXYINDANYL)CARBOXAMIDE 

H 



15 




20 

A. Methvl 3- fl -perhvdro-2H-pvran-2-vl-5- f 1 -( triphenvlmethvPr 1 .2.4-triazol-3-vr>V 
1 H-indazol-3-vl \ benzoate 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 

25 was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.11 mmol), dichloro[l,l'- 

bis(diphenylphosphino) ferrocene]palladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 

30 column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 
94% yield). ! H NMR (CDC1 3 ) 6 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 

* 

B. N-r(l S.2RV2-hvdrox\rindanvn(3- i 1 -perhvdro-2H-pvran-2- vl-5-r 1 -( triphenvl 
3 5 methvDf 1 .2.4-triazol-3-vW ( 1 H-indazol-S-vinphenvncarboxamide 
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To a stirred solution of methyl 3 - { 1 -perhydro-2H-pyran-2-yl-5-[ 1 - 
(triphenylmethyl) (l,2,4-triazol-3-yl)]-lH-indazol-3-yl}benzoate (0.400 g, 0.619 mmol) in a 
tetrahydrofuran /water mixture (2.50 mL/1.00 mL) was added lithium hydroxide 
monohydrate (0.0780 g, 1.86 mmol) and the mixture heated at 60°C for 21h. To this mixture 
5 was added tetrahydrofuran (2.00 mL), (lS,2R)-(-)-cis-l-amino-2-indanol (0.277 g, 1.86 
mmol), 1-hydroxybenzotriazole hydrate (0.251 g, 1.86 mmol) and l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.356 g, 1.86 mmol). This mixture 
was stirred for 1 8 h at ambient temperature. After the mixture was extracted with ethyl 
acetate (2x), the combined organic extracts were washed with aqueous saturated sodium 
^bicarbonate, followed by brine, dried over anhydrous sodium sulfate, filtered and evaporated. 
Purification of the residue by flash chromatography with 40-100% ethyl acetate/hexanes 
gave the title compound (0.342 g, 72% yield). ES-MS (m/z) 521 [M+1(-Tr)] + 

C. r3-(5-(lH>L2,4-triazol>5-vlVlH-indazol-3-vn>phenvlVN-r(l S.2RV2- 
^ hvdroxvindanvDcarboxamide 

To a stirred solution of N-((lS,2R)-2-hydroxyindanyl)(3-{l-perhydro-2H- 
pyran-2-yl-5-[ 1 -(triphenyl methyl)( 1 ,2,4-triazol-3-yl)] ( 1 H-indazol-3-yl) } phenyl)carboxamide 
(0.342 g, 0.448 mmol) was added 4.0M hydrochloric acid in dioxane (10.0 mL) and the 
mixture stirred at ambient temperature for 20 h. The mixture was cooled and poured into 

^ saturated sodium bicarbonate (50 mL). The aqueous layer was extracted with ethyl acetate. 
The combined organic extracts were washed with saturated sodium bicarbonate, dried over 
anhydrous sodium sulfate, filtered and evaporated. Addition of ethyl acetate (5 mL) initiated 
crystal growth and the ethyl acetate was pipetted off. The crystals were filtered. Purification 
by preparative HPLC (30-80% acetonitrile/water) followed by washing with saturated 

^° sodium bicarbonate and extraction with ethyl acetate gave the title compound (0.0233 g, 
12% yield). 5 H NMR (CD 3 OD) 6 8.82 (s, 1H), 8.58 (s, 1H), 8.24 (d, 1H), 8.12 (br d, 1H), 
8.00 (d, 1H), 7.01 (t, 2H), 7.37 (d, 1H), 7.30 (d, 1H), 7.24 (m, 2H), 5.63 (m, 1H), 4.74 (m, 
1H), 3.26 (m, 1H), 3.05 (1H). ES-MS (m/z) 437 [M+l] + 

30 



35 
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EXAMPLE 265 
SYNTHESIS OF [3-(5-(lH-l,2,4-TRIAZOL-5-YL)(m^ 

((2S,1 R)-2-HYDROXYIND ANYL)C ARBOXAMDDE 

H 



5 




10 

A. Methvl 3-11 -perhvdro-2H-pyran-2-vl-5-r 1 -(trinhenvlmethvlVl .2.4-triazol-3-vn 1- 
1 H-indazol-3 -vl 1 benzoate 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 

15 was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.11 mmol), dichloro[l,l'- 

bis(diphenylphosphino) ferrocene]palladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 

20 column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 
94% yield). ! H NMR (CDC1 3 ) 6 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H) ? 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 

B. N-(( 1 R.2SV 2-Hvdroxvindanvl¥3- ( 1 -perhvdro-2H-nvran-2>vl»5-r 1 - 
25 (triphenvlmethvDd ,2.4-triazol-3-vD1(lH-indazol-3-vlHphenvDcarboxamide 

To a stirred solution of methyl 3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 - 
(triphenylmethyl)(l,2,4-tri^ g, 0.619 mmol) in a 

tetrahydrofuran /water mixture (2.50 mL/1.00 mL) was added lithium hydroxide 
monohydrate (0.0780 g, 1.86 mmol) and the mixture heated at 60°C for 21 h. To this 

30 mixture was added tetrahydrofuran (2.00 mL), (lR,2S)-(+)-cis-l-amino-2-indanol (0.277 g, 
1.86 mmol), 1-hydroxybenzotriazole hydrate (0.251 g, 1.86 mmol) and 1«(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.356 g, 1.86 mmol). This mixture 
was stirred for 1 8 h at ambient temperature. After the mixture was extracted with ethyl 
acetate (2x), the combined organic extracts were washed with aqueous saturated sodium 

35 bicarbonate, followed by brine, dried over anhydrous sodium sulfate, filtered and evaporated. 
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Purification of the residue by flash chromatography with 40-100% ethyl acetate/hexanes 
gave the title compound (0.339 g, 72% yield). ES-MS (m/z) 521 [M+1(-Tr)] + 

C. IZziSzilEil^^Tn^ 
$ hvdroxvindanvDcarboxamide 

To a stirred solution of N-((lR,2S)-2-hydroxyindanyl)(3-{l-perhydro-2H- 
pyran-2-yl-5-[l-(triphenylmethyl)(^ 

(0.339 g, 0.444 mmol) was added 4.0 M hydrochloric acid in dioxane (10.0 mL) and the 
mixture stirred at ambient temperature for 20 h. The mixture was cooled and poured into 
1® saturated sodium bicarbonate (50 mL). The aqueous layer was extracted with ethyl acetate. 
The combined organic extracts were washed with saturated sodium bicarbonate, dried over 
anhydrous sodium sulfate, filtered and evaporated. Addition of ethyl acetate (5 mL) initiated 
crystal growth and the ethyl acetate phase was pipetted off. The crystals were filtered. 
Purification by preparative HPLC (30-80% acetonitrile/water) followed by washing with 
saturated sodium bicarbonate and extraction with ethyl acetate gave the title compound 
(0.0440 g, 23% yield). 'H NMR (CD 3 OD) 5 8.82 (s, 1H), 8.58 (s, 1H), 8.24 (d, 1H), 8.12 
(d, 1H), 8.00 (d, 1H), 7.70 (t, 2H), 7.37 (d, 1H), 7.27 (m, 3H), 5.63 (d, 1H), 4.74 (m, 1H), 
3.26 (dd, 1H), 3.05 (dt, 1H). ES-MS (m/z) 437 [M+l] + 

20 EXAMPLE 266 

SYNTHESIS OF [3-(5-(lH-l,2,4-TRIAZOL-5-Y^ 

(1 -METHYL- 1 -PHENYLETHYL)CARBOXAMIDE 



25 




H 3 C CH 3 

A. Methyl 3- i 1 -nerhvdro-2H-pvran-2-vl-5-r 1 -(triphenvlmethvlV 1 .2.4-triazol-3-vlVl- 

30 lH-indazol-3-vl)benzoate 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l 5 2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 
was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.11 mmol), dichloro[l ? l'- 
bis(diphenylphosphino) ferrocene]palladium (0.822 g, 1.01 mmol), and potassium phosphate 

^ (10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
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with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 
94% yield). »H NMR (CDC1 3 ) 5 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
5 (d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 

B. N-d-methvl-1-phenvlethv1V3-n-perh vrtro-2H-pvran-2-vl-5-ri- 
rtrinhenvlmethv1V1-2-4-triazo1-3-vniflH-ip da7.ol-3-vn>phenvDcarbox 

To a stirred solution of methyl 3-{l-perhydro-2H-pyran-2-yl-5-[l- 
1° (triphenylmethyl) (l,2,4-triazol-3-yl)]-lH-indazol-3-yl}benzoate (0.400 g, 0.619 mmol) in a 
tetrahydrofuran /water mixture (2.50 ml/1 .00 mL) was added lithium hydroxide 
monohydrate (0.0780 g, 1.86 mmol) and the mixture heated at 60°C for 21 h. To this 
mixture was added tetrahydrofuran (2.00 mL), cumylamine (0.270 mL, 1.86 mmol), 1- 
hydroxybenzotriazole hydrate (0.251 g, 1.86 mmol) and l-(3-dimemylarninopropyl)-3- 
15 ethylcarbodiimide hydrochloride (0.356 g, 1.86 mmol) This mixture was stirred for 18 h at 
ambient temperature. After the mixture was extracted with ethyl acetate (2x), the combined 
organic extracts were washed with aqueous saturated sodium bicarbonate, followed by brine, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
flash chromatography with 40-100% ethyl acetate/hexanes gave the title compound (0.376 g, 
20 81% yield). ES-MS (m/z) 507 [M+1(-Tr)] + 

C. [S-fS-flH-La^-Triazol-S-ynnH-indazol-S-vmphe nY^-N-^ 1 - 1 " 6 ^ 1 - 1 - 

phenvlethvncarboxamide 

To a stirred solution of (0.376 g, 0.502 mmol) was added 4.0 M hydrochloric 

25 acid in dioxane (10.0 mL) and the mixture stirred at ambient temperature for 20 h. The 
mixture was cooled and poured into saturated aqueous sodium bicarbonate (50 mL). The 
aqueous layer was extracted with ethyl acetate. The combined organic extracts were washed 
with saturated sodium bicarbonate, dried over anhydrous sodium sulfate, filtered and 
evaporated- Addition of ethyl acetate (5 mL) initiated crystal growth and the ethyl acetate 

30 phase was pipetted off. The crystals were filtered. Purification by preparative HPLC (30- 
80% acetomtrile/water) followed by washing with saturated aqueous sodium bicarbonate and 
extraction with ethyl acetate gave the title compound (0.0686 g, 32% yield). 'H NMR 
(CD 3 OD) 6 8.77 (m, 1H), 8.43 (t, 1H), 8.21 (dt, 1H), 8.12 (d, 1H), 7.88 (d, 1H), 7.68 (m, 
2H), 7.48 (m, 2H), 7.3 1 (m, 2H), 7.20 (m, 1H), 1 .80 (s, 6H). ES-MS (m/z) 423 [M+l] + 

35 
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EXAMPLE 267 
SYNTHESIS OF [3-(5-(lH-l,2,4-TIUAZOL-5-YL)(lM 

(TERT-BUTYL)CARBOXAMIDE 




10 A. Methyl 3- I 1 -perh vdro-2H-r»vran-2-vl-5-r 1 -ftriphenvlmethvlY 1 .2.4-triazol-3-vlVl- 
lH-indazol-3-vl } benzoatc 

To a stirred solution of 2-{3-bromo-5-ri-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}pcrhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 
was added 3-(carbox>Tnethyl)phenylboronic acid (2.72 g, 15.11 mmol), dichloro[l,l- 

^ bis(diphenylphosphino) fcrrocenejpalladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 

20 94% yield). ! H NMR (CDC1 3 ) 6 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 

B. N-(tert-Butvn(3- f 1 -perhvdro-2H-pyran-2-vl-5-r 1 -(triphenvlmethvlV 1 .2.4-triazol-3> 
yl)1(lH-inda2ol-3-vniphenvl > lcarboxamide 

^ To a stirred solution of methyl 3-{l-perhydro-2H-pyran-2-yl-5-[l- 

(triphenylmethyl) (l,2,4-triazol-3-yl)]-lH-indazol-3-yl}benzoate (0.400 g, 0.619 mmol) in a 
tetrahydrofuran /water mixture (2.50 mL/1.00 mL) was added lithium hydroxide 
monohydrate (0.0780 g, 1.86 mmol) and the mixture heated at 60°C for 21 h. To this 
mixture was added tetrahydrofuran (2.00 mL), tert-butylamine (0.195 mL, 1.86 mmol), 1- 

3® hydroxybenzotriazole hydrate (0.251 g, 1.86 mmol) and l-(3-dimethylaminopropyl)-3- 
ethylcarbodiimide hydrochloride (0.356 g, 1.86 mmol). This mixture was stirred for 18 h at 
ambient temperature. After the mixture was extracted with ethyl acetate (2x), the combined 
organic extracts were washed with aqueous saturated sodium bicarbonate, followed by brine, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 

35 
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flash chromatography with 40-100% ethyl acetate/hexanes gave the title compound (0.334 g, 
78% yield). ES-MS (m/z) 445 [M+1(-Tr)] + 

C. l3-( 5-(lH-l . 2.4-Triazoi-5-vl¥lH-mdazol-3-vl^Dhenvn-N-ftert-butvncarboxamide 

To a stirred solution of N-(tert-butyl)(3-{l-perhy^ 
(triphenylmeth^ (0:334 g, 0.486 

mmol) was added 4.0 M hydrochloric acid in dioxane (10.0 mL) and the mixture was stirred 
at ambient temperature for 20 h. The mixture was cooled and poured into saturated aqueous 
sodium bicarbonate (50 mL). The aqueous layer was extracted with ethyl acetate. The 

10 combined organic extracts were washed with saturated sodium bicarbonate, dried over 
anhydrous sodium sulfate, filtered and evaporated. Addition of ethyl acetate (5 mL) initiated 
crystal growth and the ethyl acetate phase was pipetted off. The crystals were filtered. 
Purification by preparative HPLC (30-80% acetonitrile/water) followed by washing with 
saturated sodium bicarbonate and extraction with ethyl acetate gave the title compound 

15 (0.0964 g, 55% yield). *H NMR (CD 3 OD) 6 8.77 (m, 1H), 8.37 (m, 1H), 8.35 (br s, 1H), 
8.16 (d, 1H), 8.11 (d, 1H), 7.82 (d, 1H), 7.69 (d, 1H), 7.64 (t, 1H), 1.51 (s, 9H)- ES-MS 
(m/z) 361 [M+l] + 

EXAMPLE 268 

20 SYNTHESIS OF [3-(5-(lH-l,2,4-TRIAZOL-5-YL^ 

(( 1 R)- 1 -PHENYLETHYL)CARBOXAMDDE 



25 




A. Methvl 3- 1 1 -perhvdro-2H-pvran-2-vl-5-r 1 -ftriphenvlmethvlV 1 .2.4-triazol-3-vlVl- 
1 H-indazol-3 - vll benzoate 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 
was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.11 mmol), dichloro[l,l'- 
bis(diphenylphosphino)ferrocene]palladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
J with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
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dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 
94% yield). ! H NMR (CDC1 3 ) 8 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 

5 

B. N-(Y lRM-Phenvlethvnr3-(l-perhvdro^^ 

( 1 ,2 .4-triazol-3 -vDI ( 1 H-indazol-3-vD) phenvDcarboxamide 

To a stirred solution of methyl 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenyl 
methyl)(l,2,4-triazol-3-yl)]-lH-indazol-3-yl}benzoate (0.400 g, 0.619 mmol) in a 

10 tetrahydrofuran /water mixture (2.50 mL/1.00 mL) was added lithium hydroxide 
monohydrate (0.0780 g, 1.86 mmol) and the mixture heated at 60°C for 21 h. To this 
mixture was added tetrahydrofuran (2.00 mL), (R)-(+)-a-methylbenzyl amine (0.240 mL, 
1 .86 mmol), 1-hydroxybenzotriazole hydrate (0.251 g, 1.86 mmol) and l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.356 g, 1.86 mmol). This mixture 

15 was stirred for 18 h at ambient temperature. After the mixture was extracted with ethyl 
acetate (2x), the combined organic extracts were washed with aqueous saturated sodium 
bicarbonate, followed by brine, dried over anhydrous sodium sulfate, filtered and evaporated. 
Purification of the residue by flash chromatography with 30-60% ethyl acetate/hexanes gave 
the title compound (0.393 g, 86% yield). ES-MS (m/z) 493 [M+1(-Tr)] + 

20 

C. B-( 5-( 1 H- 1 ^^-Triazol^-vnriH-indazoI^^vl^phenvlVN^n RV1 - 
phenyl e th vl )carbox ami de 

To a stirred solution of N-((lR)-l-phenylethyl)(3-{l-perhydro-2H-pyran-2- 
yl-5-[l-(triphenylmethyl)(l^ (0.393 
^ g, 0.535 mmol) was added 4.0 M hydrochloric acid in dioxane (10.0 mL) and the mixture 
stirred at ambient temperature for 16 h. The mixture was cooled and poured into saturated 
sodium bicarbonate (50 mL). The aqueous layer was extracted with ethyl acetate. The 
combined organic extracts were washed with saturated sodium bicarbonate, dried over 
anhydrous sodium sulfate, filtered and evaporated. Addition of ethyl acetate (5 mL) initiated 

OA 

J}J crystal growth and the ethyl acetate phase was pipetted off. The crystals were filtered. 
Purification by preparative HPLC (30-80% acetonitrile/water) followed by washing with 
saturated sodium bicarbonate and extraction with ethyl acetate gave the title compound 
(0.0860 g, 39% yield). *H NMR (CD 3 OD) 6 8.81 (s, 1H), 8.51 (t, 1H), 8.23 (dd, 1H), 8.13 
(br d, 1H), 7.93 (d, 1H), 7.70 (m, 2H), 7.47 (m, 2H), 7.35 (m, 2H), 7.25 (m, 1H), 5.28 (q, 

35 1H), 1.59 (d, 3H). ES-MS (m/z) 409 [M+l] + 
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EXAMPLE 269 
SYNTHESIS OF l-(5-(lH-l,2,4-TRIAZOL-5-YL)^^ 

PIPERIDYLETHOXY) BENZENE 




10 A. Methvl 3- i 1 -perhv(ko-2H-pvran-2-vl-5-r 1 -( triphenvlmethvlV 1 .2.4-triazol-3-vlYl- 
lH-indazol-3-vUbenzoate 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 
was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.11 mmol), dichloro[l,l'- 

1 5 bis(diphenylphosphino) ferrocene]palladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6:05 g, 

20 94% yield). l H NMR (CDC1 3 ) 6 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 



B. N-f(lSM-phenvlethvl¥3-a-pe^ 
(L2,4-triazol-3>vDl(lH-indazol-3-vniphenvl)carboxamide 

25 To a stirred solution of methyl 3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 - 

(triphenylmethyl)(l,2,4-triazol-3-yl)]-lH-indazol-3-yl}benzoate (0.400 g, 0.619 mmol) in a 
tetrahydrofuran /water mixture (2.50 mL/1.00 mL) was added lithium hydroxide 
monohydrate (0.0780 g, 1.86 mmol) and the mixture heated at 60°C for 21 h. To this 
mixture was added tetrahydrofuran (2.00 mL), (S)-(-)-a-methylbenzylamine (0.240 mL, 1.86 

30 mmol), 1-hydroxybenzotriazole hydrate (0.251 g, 1.86 mmol) and l-(3- 

dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.356 g, 1.86 mmol). This mixture 
was stirred for 1 8 h at ambient temperature. After the mixture was extracted with ethyl 
acetate (2x), the combined organic extracts were washed with aqueous saturated sodium 
bicarbonate, followed by brine, dried over anhydrous sodium sulfate, filtered and evaporated. 

35 
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Purification of the residue by flash chromatography with 30-60% ethyl acetate/hexanes gave 
the title compound (0.368 g, 81% yield). ES-MS (m/z) 493 [M+1(-Tr)] + 

C. r3-(5-flH-1.2.4-Triazo^ 

c 

J phenvlethvDcarboxamide 

To a stirred solution of (0.368 g, 0.501 mmol) was added 4.0 M hydrochloric 
acid in dioxane (10.0 mL) and the mixture stirred at ambient temperature for 16 h. The 
mixture was cooled and poured into saturated sodium bicarbonate (50 mL). The aqueous 
layer was extracted with ethyl acetate. The combined organic extracts were washed with 
saturated aqueous sodium bicarbonate, dried over anhydrous sodium sulfate, filtered and 
evaporated. Addition of ethyl acetate (5 mL) initiated crystal growth and the ethyl acetate 
phase was pipetted off. The crystals were filtered. Purification by preparative HPLC (30- 
80% acetonitrile/water) followed by washing with saturated sodium bicarbonate and 
extraction with ethyl acetate gave the title compound (0.0884 g, 43% yield). ! H NMR 
15 (CD 3 OD) 8 8.80 (s, 1H), 8.51 (s, 1H), 8.23 (d, 1H), 8.12 (br d, 1H), 7.93 (d, 1H), 7.69 (q, 
2H), 7.46 (d, 2H), 7.35 (t, 2H), 7.51 (t, 1H), 5.28 (q, 1H), 1.59 (d, 3H). ES-MS (m/z) 409 

[M+l] 4 

EXAMPLE 270 

20 SYNTHESIS OF [3-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3-YL))PHENYL- 

ISOINDOLIN-2-YL KETONE 



25 




A. Methyl 3- (1 -perhvdro-2H-pvran-2-vl-5-r 1 -f triphenvlmethvlX 1 .2.4-triazol-3-vlVl- 
lH'inda2ol"3-vl>benzoate 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 
was added 3-(carboxymethyl)phenylboromc acid (2.72 g, 15.11 mmol), dichloro[l,r- 
bis(diphenylphosphino) ferrocenejpalladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 

Of 

with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
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dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 
94% yield). 'H NMR (CDC1 3 ) 6 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 

B - Isoindolin-2-yl 3-{ l-perhvdro-2H- D vr a n-2-v1-S- ri-ftriphenv1m ft t hvl¥l .2.4-tr, a7 n1- 
vlYlfl H-ind azol-3-vn) phenyl ketone 

To a stirred solution of methyl 3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 - 
(triphenylmemyl)(l,2,4-triazol-3-yl)]-lH-indazol-3-yl}ben2oate (0.400 g, 0.619 mmol) in a 

10 tetrahydrofuran /water mixture (2.50 mL/1.00 mL) was added lithium hydroxide 
monohydrate (0.0780 g, 1 .86 mmol) and the mixture heated at 60 °C for 21 h. To this 
mixture was added tetrahydrofuran (2.00 mL), isoindoline (0.211 mL, 1.86 mmol), 1- 
hydroxybenzotriazole hydrate (0.251 g, 1.86 mmol) and l-(3-dimethylaminopropyl)-3- 
ethylcarbodiimide hydrochloride (0.356 g, 1.86 mmol). This mixture was stirred for 18 h at 

- ambient temperature. After the mixture was extracted with ethyl acetate (2x), the combined 
organic extracts were washed with aqueous saturated sodium bicarbonate, followed by brine, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by ' 
flash chromatography with 30-70% ethyl acetate/hexanes gave the title compound (0.240 g, 
53% yield). ES-MS (m/z) 491 [M+1(-Tr)l + 

20 

C r3-(5-(lH-l,2,4-Triazol-5-viyiH-inda7 o l-3-vmphenvl-isoindo1in-2-vl ketone 

To a stirred solution of isoindolin-2-yl 3-{l-perhydro-2H-pyran-2-yl-5-[l- 
(triphenylmethyl)(l,2,4-triazol-3-yl)](lH-indazol-3-yl)}phenyl ketone (0.240 g, 0.327 mmol) 
was added 4.0 M hydrochloric acid in dioxane (10.0 mL) and the mixture stirred at ambient 
temperature for 20 h. The mixture was cooled and poured into saturated sodium bicarbonate 
(50 mL). The aqueous layer was extracted with ethyl acetate. The combined organic extracts 
were washed with saturated sodium bicarbonate, dried over anhydrous sodium sulfate, 
filtered and evaporated. Addition of ethyl acetate (5 mL) initiated crystal growth and the 
ethyl acetate phase was pipetted off. The crystals were filtered. Purification by preparative 
HPLC (30-80% acetonitrile/water) followed by washing with saturated sodium bicarbonate 
and extraction with ethyl acetate gave the title compound (0.0458 g, 34% yield). 'H NMR 
(CD 3 OD) 6 8.74 (s, 1H), 8.50 (br s, 1H), 8.23 (s, 1H), 8.19 (m, 1H), 8.10 (br s, 1H), 7.68 
(m, 3H), 7.37 (d, 1H), 7.26 (m, 3H), 5.00 (s, 2H), 4.93 (s, 2H). ES-MS (m/z) 407 [M+l] + 
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EXAMPLE 271 

SYNTHESIS OF [3<5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3-YL))PHENYL]-N- 

[2-(DBVIETHYLAMINO)ETHYL] CARBOXAMIDE 

H 
N 

k N 

H ' CHs 




N 



N 

CH 3 



10 

A. Methvl 3- f 1 -perhvdro-2H-pyran-2-vl-5-r 1 -(triphenvlmethvl¥l .2.4-triazol-3-vlVl- 
lH-indazol-3-vUbenzoate 

To a stiired solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 

15 was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.1 1 mmol), dichloro[l,r- 

bis(diphenylphosphino) ferrocenejpalladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with dichlorpmethane. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 

20 column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 
94% yield). 'H NMR (CDC1 3 ) 6 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 

B. r3-f5-(lH-1.2,4-triazol-5-vn(lH-indazol-3-vn)phenvl1-N-r2-- 
^ (dimethvlamino^ethvllcarboxamide 

To a stirred solution of methyl 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenyl 
methyl)(l,2,4-triazol-3-yl)]-lH-indazol-3-yl}benzoate (0.400 g, 0.619 mmol) in a 
tetrahydrofuran/water mixture (2.50 mL/1.00 mL) was added lithium hydroxide 
monohydrate (0.0780 g, 1.86 mmol) and the mixture heated at 60°C for 21 h. To this 

30 mixture was added tetrahydrofuran (2.00 mL), N,N-dimethylammoethyl amine (0.204 mL, 
1.86 mmol), 1-hydroxybenzotriazole hydrate (0.251 g, 1.86 mmol) and l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.356 g, 1.86mmol). This mixture 
was stirred for 18 h at ambient temperature. To this solution was added 6.0 M hydrochloric 
acid in dioxane (25.0 mL) and the mixture stirred at ambient temperature for 24 h. The 

3 ^ mixture was cooled and poured into saturated aqueous sodium bicarbonate (50 mL). The 
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aqueous layer was extracted with ethyl acetate. The combined organic extracts were washed 
with saturated sodium bicarbonate, dried over anhydrous sodium sulfate, filtered and 
evaporated. Addition of ethyl acetate (5 mL) initiated crystal growth and the ethyl acetate 
phase was pipetted off. The crystals were filtered. Purification by preparative HPLC (30- 
^ 80% acetonitrile/water) followed by washing with saturated sodium bicarbonate and 
extraction with ethyl acetate gave the title compound (0.0719 g, 31% yield). ! H NMR 
(CD 3 OD) 6 8.82 (m, 1H), 8.51 (t, 1H), 8.36 (s, 1H), 8.22 (dt, 1H), 8.14 (dd, 1H), 7.93 (dt, 
1H), 7.72 (dd, 1H), 7.67 (t, 1H), 3.59 (t, 2H), 2.65 (t, 2H), 2.35 (s, 6H). ES-MS (m/z) 376 
[M+l] + 



10 



EXAMPLE 272 
SYNTHESIS OF H5-(lH-l,2,4-TRIAZO^ 

PIPERIDYLETHOXY) BENZENE 



15 




20 A. 3- ( 1 -perhvdro-2H-pyran-2-vl-5-r 1 -(triphenvlmethyW 1 .2.4-triazol-3-vlVl - 1 H- 
indazol-3-vl) phenol 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 
was added 3-hydroxy phenylboronic acid (1.81 g, 8.22 mmol), dichloro[l,l- 

25 bis(diphenylphosphino) ferrocene]palladium (0.447 g, 0.485 mmol), and potassium 

phosphate (5.78 g, 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
residue by column chromatography with 20-50% ethyl acetate/hexanes furnished the product 

30 (3.16 g, 96%, yield). ES-MS (m/z) 362 [M+1(-Tr)] + 

B. 1 -( 5-( 1 H- 1 -2.4-triazol-5- vl)(l H-indazol-3-vD V 3 -(2-piperidvlethox vlbenzene 

Triphenylphosphine (0.210 g, 0.801 mmol), tetrahydrofuran (0.62 mL), 1- 
piperidineethanol (0.683 mL, 5.14 mmol) and diethylazodicarboxylate (0.806 mL, 5.12 
35 mmol) were added to 3-{l-perhydro-2H-pyran-2-yl-5-[^ 

-259- 



5NSDOC1D:<WO 0210137A2 I > 



WO 02/10137 



PCT/USO 1/23890 



yl)]-lH-indazol-3-yl}phenol (0.654 g, 1.08 mmol). The mixture was stirred at ambient 
temperature for 23 h and poured into aqueous 6 N hydrochloric acid (30 mL). After stirring 
at ambient temperature for 4 h, the mixture was extracted with ether (3x). The aqueous 
fraction was added to aqueous 6 N sodium hydroxide (30 mL) and the pH adjusted to 11. 
J The solution was extracted with ethyl acetate (3x) and the organic fractions were combined 
and dried over anhydrous sodium sulfate, filtered and evaporated. Purification by preparative 
HPLC (5-70% acetonitrile/water) followed by washing with saturated sodium bicarbonate 
and extraction with ethyl acetate gave the title compound (0.248 g, 59% yield). 'H NMR 
(CD3OD) 6 8.72 (m, 1H), 8.35 (s, 1H), 8.09 (m, 1H), 7.64 (m, 2H), 7.56 (s, 1H), 7.50 (m, 



1H), 7.04 (m, 1H), 4.26 (s, 2H), 2.87 (s, 2H), 2.62 (s, 4H), 1.65 (s, 4H), 1.50 (s, 2H). ES- 



10 



MS (m/z) 389 [M+l] + 



15 



EXAMPLE 273 

SYNTHESIS OF [3-(5-(lH-l,2,4-TPJAZOL-5-YL)(lH-I^AZOL-3-YL))PHENYL]-N- 

( 1 R)IND ANYL BENZENE 



i 



20 




N-NH 



A. Methyl 3- (1 >perhvdro-2H-pvran->2-vl-5-r 1 -ftriDhenvlmethvn(L2.4-triazol-3-vm- 
lH-indazol-3-vllbenzoate . 

To a stirred solution of 2- {3-bromo-5-[l -(triphenylmethyl)( 1 ,2,4-triazol-3 - 
yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 
was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.11 mmol), dichloro[l,l'- 
bis(diphenylphosphino) ferrocene]palladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
ov with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 
94% yield). 'H NMR (CDC1 3 ) 8 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 



35 
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B - N-( (lR)Indanvl¥3- 1 1 ■perhvdro>2H.p vran-2-vl-5-n -(triphenvlmethvnfl .2,4-triazol- 
3 -vl)1 ( 1 H-indazol-3-vl) ) phenvDcarboxamide 

To a stirred solution of methyl 3- { 1 -perhydro-2H-pyran-2-yl~5-[ 1 - 

(triphenylmethyl)(l,2,4-triazol-3-yl)H (0.600 g, 0.929 mmol) in a 

J tetrahydrofuran /water mixture (3.75 mL/1 .50 mL) was added lithium hydroxide 
monohydrate (0.1 17g, 2.79 mmol) and the mixture heated at 60°C for 21 h. To this mixture 
was added tetrahydrofuran (2.00 mL), (R)-(-H-aminoindane (0.358 mL, 2.79 mmol), 1- 
hydroxybenzotriazole hydrate (0.376 g, 2.79 mmol) and l-(3-dimethylaminopropyl)-3- 
ethylcarbodiimide hydrochloride (0.534 g, 2.79 mmol). This mixture was stirred for 1 8 h at 
AU ambient temperature. After the mixture was extracted with ethyl acetate (2x), the combined 
organic extracts were washed with aqueous saturated sodium bicarbonate, followed by brine, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
flash chromatography with 30-60% ethyl acetate/hexanes gave the title compound (0.625 g, 
90% yield). ES-MS (m/z) 505 [M+1(-Tr)] + 

15 

C r3-(5-flH-L2.4-triazol-5- vl¥lH-ind benzene 

To a stirred solution of N-((lR)mdanyl)(3-{l-perhydro^ 
(triphenylmethyl)(l,2,4-tri (0.625 g, 0.837 

mmol) was added 4.0 M hydrochloric acid in dioxane (15.0 mL) and the mixture stirred at 
ambient temperature for 18 h. The mixture was cooled and poured into saturated sodium 
bicarbonate (50 mL). The aqueous layer was extracted with ethyl acetate. The combined 
organic extracts were washed with saturated sodium bicarbonate, dried over anhydrous 
sodium sulfate, filtered and evaporated. Addition of ethyl acetate (5 mL) initiated crystal 
growth and the ethyl acetate phase was pipetted off. The crystals were filtered. Purification 
25 by preparative HPLC (30-80% acetonitrile/water) followed by washing with saturated 
sodium bicarbonate and extraction with ethyl acetate gave the title compound (0.1442 g, 
41% yield). *H NMR (CD 3 OD) 6 8.81 (s, 1H), 8.57 (t, 1H), 8.24 (dt, 1H), 8.13 (tar d, 1H), 
7.97 (dt, 1H), 7.70 (m, 2H), 7.37 (m, 1H), 7.28 (m, 1H), 7.22 (m, 2H), 5.69 (t, 1H), 3.09 
(m, 1H), 2.92 (m, 1H), 2.60 (m, 2H), 2.10 (m, 1H). ES-MS (m/z) 421 [M+l] + 

30 

EXAMPLE 274 
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SYNTHESIS OF 5-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]-4H-l,2,4- 

TRIAZOLE-3 -YL- AMINE 
A. N-Amino r3-(4-fluorophenyl)nH-indazol-5-vrfl carboxamide 

To a solution containing tert-butyl carbazate (0.79 g, 0.006 mol) in pyridine 
(30mL) was added l-acetyl-3-(4-fluorophenyl)-lH-indazole-5-carbonyl chloride (1.7 g, 
0.005 mol). The reaction mixture was allowed to stir at ambient temperature for 18 hours. 
Solvent was removed and water was added to the mixture. The reaction was extracted with 
ethyl acetate. Some l-acetyl-3-(4-fluorophenyl)-lH-indazole-5-carboxyhc acid was isolated. 
20 The reaction mixture was treated with an equivalent of tert-butyl carbazate and f . 

l-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride in dichloromethane and 
allowed to stir overnight. The reaction was extracted with ethyl acetate. The product was 
taken up in a solution of 0.3% ammonia in methanol (-50 mL) and allowed to stir overnight. 
The reaction mixture was extracted with dichloromethane, dried with magnesium sulfate, and 

or 

^ concentrated. The material was purified by silica gel chromatography using 2% methanol in 
dichloromethane. The product was taken up in ethanol and gaseous hydrochloric acid was 
bubbled into solution. A solid precipitated out and was collected by filtration. This material 
was dried to provide the title compound (0.91g, 56% yield). ES-MS (m/z) 271 [M+l]+. 



30 B. 5-r3-r4-FluorophenvlVlH-indazol-5-vlMH-L2.4-triazole-3-vl-amine 

To a solution of N-amino[3-(4-fluorophenyl)(lH-indazol-5-yl)]carboxamide 
(440 mg, 1.6 mmol) and 3,5-dimethylpyrazole (321mg, 1.6 mmol) in water (~15mL) was 
added triethylamine (0.2 lmL, 1 .6mmol). The reaction was heated to reflux overnight. The 
solvent was removed and the crude reaction mixture was taken up in butanol with molecular 

35 sieves. The reaction was heated to reflux overnight. The molecular sieves were removed 
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and the solution concentrated. The crude mixture was purified by preparative HPLC. The 
material was taken up in ethyl acetate and washed with aqueous sodium bicarbonate. The 
organic layer was dried with magnesium sulfate, filtered and concentrated to yield the title 
compound (0.022 g, 4.6% yield). ! H NMR (DMSO-d 6 ) 6 13.5 (s, 1H), 12.0 (s, 1H), 8.5 (s, 
5 1H), 8.0 (m, 3H), 7.7 (d, 1H), 7.4 (m, 2H), 6.1 (s, 2H), ES-MS (m/z) 295 [M+l]+. 



EXAMPLE 275 
SYNTHESIS OF {5-[3-(4-FLUOROPHEN^ 

TRIAZOL-3 - YLMETHYL} -DIMETHYL-AMINE 



10 



15 




H 3 C 



20 A. N-Amino-2-f dimethvlamino^acetamide 

A solution of tert-butyl carbazate (376 mg, 2.86 mmol) and N,N-dimethyl 
glycine hydrochloride (400 mg, 2.86 mmol) in dichloromethane (—5 mL) was allowed to stir 
in a nitrogen environment at ambient temperature overnight. Solvent was removed. The 
material was taken up in ethanol and gaseous hydrochloric acid was bubbled into solution. A 

25 precipitate crashed out of solution that was collected and determined to be the desired 
product by NMR. (247 mg, 56% yield). J H NMR (DMSO-d 6 ) 4.1 (s, 2H), 2.9 (s, 6H) 



B. (5-r3-(4-Fluoro-phenvl>lH-mdazol-5^^ 



mine 



3 ® To a solution of ethoxy[3-(4-fluorophenyl)(lH4ndazol-5-yl)]methanimine 

hydrochloride (200 mg, 0.62 mmol), N-amino-2-(dimethylamino)acetamide (147.5 mg, 0.95 



Mill 



tol), and molecular sieves in ethanol was added triethylamine (0.25 mL, 1.86 mmol). The 
reaction was allowed to stir under a nitrogen atmosphere at 75 °C overnight. The reaction 
was filtered using a fritted funnel and the filtrate was concentrated. This was purified by 
35 semi-preprative HPLC. The material was taken up in ethyl acetate and washed with aqueous 
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sodium bicarbonate. This organic layer was dried with magnesium sulfate, filtered and 
concentrated to yield the title compound (192 mg, 23% yield). *H NMR (CD 3 OD) 6 8.7 (s, 
1H), 8.0-8.1 (m, 3H), 7.7 (d, 1H), 7.25 (t, 2H), 4.5 (s, 2H), 3.0 (s, 6H), ES-MS (m/z) 337 
[M+l]+. 

EXAMPLE 276 
SYNTHESIS OF (3-BENZO[P]FURAN-2-YL(m^ 

(METHYLETHYL) C ARB OXAMIDE 



10 



15 




A. Ethvl 3-benzofdlfuran-2-vl-l-perhvdro-2H-pw^ 

A solution of ethyl 3-bromo- 1 -perhydro-2H-pyran-2-yl- 1 H-indazole- 
5-carboxylate (500 mg, 1.41 mmol), 2-benzofuran boronic acid (454 mg, 2.82 mmol), 
[l,r-bis(diphenylphosphino)-ferrocene]dichloropalladium (II) complex with 
dichloromethane(163 mg, 0.141 mmol), and potassium phosphate (1.5 g, 7.05 mmol) in 
ethylene glycol dimethyl ether (12 mL) was allowed to stir under a nitrogen atmosphere at 
90 °C overnight. The reaction was extracted with ethyl acetate and purified by silica gel 
chromatography to yield the title compound (2.0 g, 90% yield). ES-MS (m/z) 391 [M-H]+. 



B. 3-Benzordl furan-2-vl - 1 -perhvdro-2H-pvran-2-vl- 1 H-indazole-5-carboxvlic acid 

To a solution of ethyl-3-benzo[d]furan-2-yl-l-perhydro-2H-pyran 
-2-yl-lH-indazole- 5-carboxylate (500 mg, 1.2 mmol) in a solution of tetrahydrofuran, 
methanol, and water (2:1:1) (4 mL) was added sodium hydroxide (200 mg, 5 mmol). The 
reaction was allowed to reflux overnight at 65 °C. The solution was neutralized with 1 N 
HC1 and extracted with ethyl acetate to yield the title compound (350 mg, 40 % yield). 
ES-MS (m/z) 363 [M+1J+. 

C. (3-Benzord1fui^-2-vl-l-perhvdro-2H-Pvran-2-vlflH-indazol-5-vm-N- 
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(methvlethvl)carboxamide 

To solution oB-benzo[d]furan-2-yl-l-perhydro-2H-pyran-2-yl-lH-indazole- 
5-carboxylic acid (190mg, 0.52 mmol) and lK3-dimethylaminopropyl)-3-ethylcarboiniide 
hydrochloride (109.3 mg, 0.57mmol) in dimethylformamide was added isopropylamine (48 
5 uL, 0.57 mmol) and the mixture allowed to stir under a nitrogen atmosphere for two days. 
An additional 2 equivalents of isopropylamine was added to the reaction and allowed to stir 
for another day. Solvent was removed and the reaction was extracted with ethyl acetate. 
The crude material was purified by preparative HPLC to yield the title compound (209 mg, 
81% yield). ES-MS (m/z) 404 [M+l]+. 



15 



D - (3-Benzord1furan-2-viri H-indazol-5-vDVN-fmethvlethvncarhnv aT r.idft 

(3-Berizo[d]naran-2-yl-l-perhydro-2H-pyran-2-yl(lH-indazol-5-yl))-N- 
(methylethyl)carboxamide (170 mg, 0.41mmol) was taken up in a solution of 4 N HC1 in 
dioxane and allowed to stir overnight. The reaction was neutralized to pH 7 and extracted 
with ethyl acetate. The organic layer was dried, filtered, and concentrated to yield the crude 
material which was purified by semi-preprative HPLC to yield the title compound (9 mg, 7% 
yield). 'H NMR (DMSO-d 6 ) 8 13.8 (s, 1H), 8.7 (s, 1H), 8.4 (d, 1H), 8.0 (d, 1H), 7.6-7.8 
(m, 4H), 7.4 (m, 2H), 4.2 (m, 1H), 3.2 (d, 1H), 1 .2 (d, 6H) 



20 



EXAMPLE 277 

SYNTHESIS OF (3-BENZO[D]FLIRAN-2-YL(lH-INDAZOL-5-YL))-N-(2- 

METHOXYETHYL)CARBOXAME)E 



25 



30 




A -. (3-Benzord1furan-2-vl f 1 H-indazol-5-vl')VN-r2-methoxvethvncarboxamide 

To a solution of 3-benzo[d]furan-2-yl-l-perhydro-2H-pyran-2-yl- 
lH-indazole-5-carboxylic acid (218 mg, 0.60 mmol) in N,N-dimethylformamide was added 
0-benzotriazol-l-yl-N,N,N , ^ , -tetramethyluronium hexafluorophosphate (250 mg, 0.66 
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mmol). After stirring for 4 hours the solvent was removed and the material was extracted 
with ethyl acetate, and the extracts were washed with 1 N HO, and saturated aqueous 
sodium carbonate. The organic layer was dried, filtered, and concentrated. The material 
was taken up in a solution of 4 N HC1 in dioxane and stirred for four hours. The reaction 
^ was neutralized to pH 7 and extracted with ethyl acetate. The organic layer was dried with 
magnesium sulfate, filtered, and concentrated. The crude product was purified "by 
semi-preprative HPLC. The product was taken up in ethyl acetate and washed with aqueous 
sodium bicarbonate (45 mg, 35% yield). >H NMR (DMSO-d 6 ) 8 13.8 (s, 1H), 8.8 (m, 1H), 
8.0 (d, 1H), 7.6-7.8 (m, 4H), 7.4 (m, 2H), 3.5 (s, 4H), 3.3 (s, 3H), ES-MS (m/z) 336 
10 [M+1] + . 



15 



20 



EXAMPLE 278 
SYNTHESIS OF (3-BENZO|P]FURAN-2-Y^ 

(DIMETHYLAMINO)ETHYL] C ARB OXAMIDE 




A. (3-Benzord1faran-2-vl(lH-indazo 

The title compound was prepared as described in Example 277 using of 
3-benzo[d]furan-2-yl-l-perhydro-2H-pyran-2-yl-lH-indazole--5-carboxylic acid (250 mg, 
0.70 mmol), O-benzotriazol-l-yl-N^N^N'-tetramethyluronimn hexafluorophosphate (292 
mg, 0.77 mmol) and N,N-dimethyl ethylene diamine (153 jiL, 1.4 mmol); (243 mg, 37% 
yield). ! H NMR (DMSO-d 6 ) 6 13.8 (s, 1H), 8.7 (m, 2H), 8.0 (d, 1H), 7.6-7.8 (m, 4H), 7.4 
30 (m, 2H), 3.3-3.6 (m, 4H), 2.3 (s, 6H), ES-MS (m/z) 349 [M+l]+. 



35 



EXAMPLE 279 

SYNTHESIS OF (3-BENZO[D]FURAN-2-YL(lH-INDAZOL-5-YL))-N-[4- 

(DIMETHYLAMINO)BUTYL] C ARB OXAMIDE 
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H-,C 




A. (3-Benzofdlfaran-2-vlflH-mdazol-5-vl)VN-f4-(dim 

The title compound was prepared as described in Example 277 using of 
3-benzo[d]furan-2-yl-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carboxylic acid (210 mg, 
~ u 0.58 mmol), O-benzotriazol-l-yl-NjNjN'jN'-tetramethyluronium hexafluorophosphate (242 
mg, 0.63 mmol) and 4-dimethylaminobutyl amine (139 mg, 1.2 mmol); (67 mg, 30% yield). 
'H NMR (DMSO-d*) 6 13.8 (s, 1H), 8.7 (m, 2H), 8.0 (d, 1H), 7.6-7.8 (m, 4H), 7.4 (m, 2H), 
3.3-3.6 (m, 4H), 2.3 (s, 6H), ES-MS (m/z) 377 [M+l] + . 



25 



EXAMPLE 280 

SYNTHESIS OF (3-BENZO[D]FURAN-2-YL(lH-lNDAZOL-5-YL))-N-[3- 

(D FMETH YL AMIN 0)PROP YL] C ARB OXAJVUDE 



30 



35 
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A. (3-Benzo fd] fiiran-2-vl( 1 H-indazol-5-vDVN-T3-f dimethvlaminotoropyllcarboxamide 

The title compound was prepared as described in Example 277 using of 
3-benzo[d]furan-2~yl- 1 -perhydro-2H-pyran-2-yl- lH-indazole-5-carboxylic acid (250 mg, 0.7 
mmol), 0-Benzotriazol-l-yl-N,N,N^N , -tetramethyluronium hexafluorophosphate (292 mg, 
0.77 mmol) and 3-dimethylaminopropyl amine (176 jiL, 1.4 mmol); (87 mg, 34% yield). *H 
NMR (DMSO-d 6 ) 6 13.8 (s, 1H), (8.7-8.8 (m, 2H), 8.0 (d, 1H), 7.6-7.8 (m, 4H), 7.3-7.5 (m, 
2H), 2.3 (s, 2H), 1 .75 (m, 2H), ES-MS (m/z) 363 [M+l ]+. 



20 



25 



30 



EXAMPLE 281 

SYNTHESIS OF (3-BENZO[D]FURAN-2-YL(lH-INDAZOL-5-YL))-N-(2- 

METHYLPROPYL)CARBOXAMIDE 




35 



A. (3-Benzord1furan-2-vinH-indazol-5-vl))-N (2metfavlpropvDcarboxamide 

The title compoimd was prepared as described in Example 277 using of 
3-benzo[d]ruran-2-yl-l-perhydro-2H-pyran-2-yl-iH-indazole-5-carboxylic acid (200 mg, 
0.55 mmol), 0-benzotriazol-l-yl-N,N,N,N'-tetramemyl^^ (231 
mg, 0.61 mmol) and isobutylamine (60 uL, 0.61 mmol); (71 mg, 19% yield). 'H NMR 
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(DMSO-d 6 ) 8 13.8 (s, 1H), 8.7-8.8 (m, 2H), 8.0 (d, 1H), 7.6-7.8 (m, 4H), 7.3-7.5 (m, 2H), 
3.2 (m, 2H), 2.0 (m, 1H), 1.0 (d, 6H), ES-MS (m/z) 334 [M+l]+. 

EXAMPLE 282 

SYNTHESIS OF (3-BENZO[D]FURAN-2-YL(lH-INDAZOL-5-YL))-N- 

METHYLCARBOXAMIDE 



10 



15 




A (3-Benzo[d]ftiran-2-vl(lH-indazol-5-vnVN-inethylcarboxamide 

The title compound was prepared as described in Example 277 using of 
3-berizo[d]f\M-an-2-yl-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carboxylic acid (300 mg, 
0.82 mmol), 0-benzotriazol-l-yl-N,N,N',N l -tetramethyluronium hexafluorophosphate (341 
mg, 0.9 mmol) and methylamine (45 mL, 0.9 mmol); (15 mg, 6% yield). RT 7.164 20-100% 
ODS at lmL/min method, ES-MS (m/z) 292 [M+l] + . 



EXAMPLE 283 

SYNTHESIS OF l-({5-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]-4H-l,2,4- 

TRIAZOL-3-YL}METHYL)PIPERIDIN-4-OL 




F 

A. N-Ammo-2-(4-hvdroxvpiperidvl)acetamide 
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To a solution of 4-hydroxypiperidine (1.1 g, 0.01 lmol) and potassium 
carbonate (1.52 g, 0.01 1 mol) in acetonitrile (-20 mL) was added 
methylbromoacetate (0.93 mL, 0.01 mol) and the mixture was stirred in a nitrogen 
atmosphere overnight. The solvent was removed and the material was taken up in 
methanol. Gaseous hydrochloric acid was bubbled into solution. The methanol was 
removed and the material was taken up in tetrahydrofuran and sonicated. A solid 
was collected using a fritted funnel. The solid was taken up in ethyl acetate. Sodium 
carbonate was added to the solution and allowed to stir for one hour. The sodium 
carbonate was removed by filtration and the organic layer was concentrated. A 
solution of the crude material was made using anhydrous ethanol (— 1 mL) and 
hydrazine (0.167 mL, 5.34 mmol). This was placed in a sealed tube and was heated 
to 85 °C for 3 hours. The solvent was removed to yield the title compound (0.875 g, 
50 % yield). *H NMR (DMSO-d 6 ) 6 8.8 (s, 1H), 4.6 (s, 1H), 4.2 (s, 2H), 2.8 (s, 
2H), 2.6 (m, 2H), 2.0 (m, 2H), 1.6 (m, 2H), 1.4 (m, 2H). 

B. l-f(5-r3^4-FluorophenvlVlH^indazol-5^vl1-4H-L2.4^triazol>3- 
vl } methvl)piperidin-4-ol 

A solution of ethoxy[3-(4-fluorophenyl)(lH-indazol-5-yl)]methanimine 
hydrochloride (521 mg, 1.63 mmol), N-amino-2-(4-hydroxypiperidyl)acetamide (850 mg, 4.9 

20 

^ mmol), and sodium methoxide (1 .2 mL, 4.9 mmol) in methanol (~ 8 mL) was taken up in a 
sealed tube and allowed to stir at room temperature for 25 minutes and then heated at 95 °C 
overnight. The reaction was acidified with hydrochloric acid to neutral pH. The product 
was extracted using ethyl acetate. The material was concentrated and purified by 
semipreprative HPLC. The purified material was taken up in ethyl acetate and washed with 

25 

an aqueous solution of sodium bicarbonate to yield the title compound (47 mg, 7% yield). 
] H NMR (DMSO-d 6 ) 6 13.4 (br s, 1H), 8.6 (s, 1H), 8.0 (m, 3H), 7.6 (m, 1H), 7.4 (t, 2H), 
3.6-3.8 (m, 2H), 3.4 (m, 2H), 3.2 (d, 1H), 2.4 (m, 2H), 2.0 (s, 4H)H, ES-MS (m/z) 393 
[M+l]-K 

30 EXAMPLE 284 

SYNTHESIS OF l-ACETYL-4-({5-[3-(4-FLU^^ 

1 ,2,4-TRIAZOL-3-YL)}METHYL)PIPERAZINE 
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10 A. 2-(4-AcetvlpiperazmvlVN-ammoacetamide 

The procedure described for Example 283 A was followed using methyl 
bromoacetate (1.5 g, 0.01 mol), 1 -acetyl piperazine (1.4 g, 0.011 mol), and potassium 
carbonate (1.52 g, 0.01 1 mol). After one day, an additional 0.3 equivalent of methyl 
bromoacetate was added to the reaction. The crude material was taken up in approximately 

I 5 2 mL of ethanol and hydrazine was added to the solution (0.25 mL, 0.008 mol). This was 
heated in a sealed tube at 85 °C for 4 hours. The solvent was removed to yield the title 
compound (1.6 g, 80 % yield). 'H NMR (DMSO-d 6 ) 6 9.0 (s, 1H), 4.2 (br s, 2H), 3.5 (m, 
4H), 2.9 (s, 2H), 2,4 (m, 4H), 2.0 (s, 3H). 

20 B. l-Acetvl-4-fl5-r3-f4-fluorophenvlVlH-indazol-5-vnif4H-1.2.4-triazol-3- 

vDlmethvripiperazine 

The procedure described for Example 283 B was followed using 
ethoxy[3-(4-fluorophenyl)(lH-indazol-5-yl)]methanimine hydrochloride (600 mg, 1.88 
mmol), 2-(4-acetylpiperazmyl)-N-aminoacetamide (1.12 g, 5.64 mmol), sodium methoxide 
25 (1.3 mL, 5.64 mmol), and methanol (8 mL) to yield the title compound (41 mg, 5% yield). 
] H NMR (DMSO-d 6 ) 6 13.8 (s, 1H), 8.6 (s, 1H), 8.0 (m, 5H), 7.6 (m, 2H), 7.4 (t, 3H), 4.6 
(m, 2H), ES-MS (m/z) 420 [M+l]+. 

EXAMPLE 285 

30 SYNTHESIS OF N-[3-(5-(2H-U,3,4-TETRAZOL-5-YL)(lH-INDAZOL-3- 

YL))PHENYL](2S)-2-HYDROXYPROPANAMIDE 



35 
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The title compound was isolated during the purification of the compound 
10 described in Example 286 (0.024 g, 6.5 % yield over 2 steps): *H NMR (CD 3 OD) 8 8.76 (s, 
1H), 8.28 (t, 1H), 8.1 (dd, 1H), 7.8-7.7 (m, 3H), 7.53 (t, 1H), 4.31 (q, 1H), 1.47 (d, 3H); 
ES-MS (m/z) 350 [M+H] + . 



EXAMPLE 286 
15 SYNTHESIS OF (lS)-l-{N-[3-(5-(2H-l,2,3,4-TETR^^ 

YL))PHENYL] CARBAMOYL} ETHYL ACETATE 



20 




A. ( 1 SV1 - (N-B-fS-Cvano-l -perhvdro-2H-pvran-2-vl( lH-indazol-3- 
vl))phenvl1 carbamoyl I ethyl acetate 

25 

To a solution of 3-(3-aminophenyl)- 1 -perhydro-2H-pyran-2-yl- 1 H-indazole- 
5-carbonitrile (0.400 g, 1.25 mmol) in dichloromethane (50 mL), was added (S)-(-)-2- 
acetoxy propionic acid (0.128 mL, 1.38 mmol) and l-(3-dimethylaminopropyl>3-ethyl 
carbodiimide hydrochloride (EDCI) (0.287 g, 1.5 mmol). After overnight reaction at room 
temperature, 0.6 equivalent of carboxylic acid and EDCI were added. After 12 hours at 

30 

room temperature, the reaction was complete. The reaction mixture was partitioned between 
dichloromethane and water. The organic phase was dried under vacuum and the title product 
was used in the subsequent step without further purification (0.460 g, 85% yield): ES-MS 
(m/z) 433 [M+H] + . 

35 
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B. Q SV1 - IN-r3-f S-f 2H-L2,3.4-Tetrazol-5^ f 1 H-inda*olL-3- 
vl))phenvl]carbamovl)ethvl acetate 

The title compound was prepared according to the procedure described for 
the preparation of Example 222 C using ( 1 S)- 1 - {N- [3 ~(5 -cyano- 1 -perhydro-2H-pyran-2- 
yl(lH-indazol-3-yl))phenyl]carbamoyl}ethyl acetate (0.460 g, 1.064 mmol) in toluene (10 
mL) and azidotributyltin (1.28 mL, 4.68 mmol). A partial deprotection of the hydroxy group 
was observed upon hydrolysis of the tin substituent under acidic conditions (HC1 gas bubbled 
through the toluene solution). The 2 components were separated by preparative HPLC (30- 
90% acetonitrile in water) (0.170 g, 41 % yield over 2 steps). About 24 mg of impure 
hydroxy derivative were isolated: l H NMR (CD 3 OD) 6 8.7 (s, 1H), 8.2 (t, 1H), 8.1 (dd, 
1H), 7.8-7.7 (m, 4H), 7.5 (t, 1H), 5.16 (q, 1H), 2.1 (s, 3H), 1.55 (d, 3H); ES-MS (m/z) 392 
[M+H] + . 



EXAMPLE 287 

1 5 SYNTHESIS OF 3-[3-(3-PYRIDYLCARBONYLAMINO)PHENYL]-lH- 

INDAZOLE-5-CARBOXAMTDE 



20 




A. 1 -P erh vdro-2H-T) vran-2-vl-3 - f3-(3 -p vridvlcarbonvlamino)phenvl1 - 1 H-indazole-5 - 
carboxamide 

To a solution of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole- 
5-carbonitrile (0.150 g, 0.47 mmol) in tetrahydrofuran (5 mL), was added nicotinoyl chloride 
hydrochloride (0.167 mg, 0.94 mmol) and triethyl amine (0.327 mL, 2.35 mmol). After 
stirring at room temperature overnight, the crude mixture was partitioned between ethyl 
acetate and water. The crude compound was isolated as a gummy solid. The yield was not 
30 calculated: ES-MS (m/z) 424 [M+H] + . 

B. 3-f3-f3-P\oidvlcarbonvlamino^phenvl1-lH-indazole-5-carboxamide 

Precursor, l-perhydro-2H-pyran-2-yl-3-[3-(3-pyridylcarbonylamino) 
phenyl]-lH-indazole-5-carboxamide, was dissolved in ethanol (4 mL) . Hydrogen peroxide 
35 (4 mL, 30% wt) was added to the solution followed by 0.200 mL of 6.0 N NaOH aqueous 
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solution. The suspension turned white upon heating to 60°C for 3.5 h. The reaction could 
not be driven to completion even after addition of excess reagent. The reaction mixture was 
neutralized. A white precipitate formed upon addition of water. The solid was collected by 
filtration and dried in a vacuum oven at 40 °C overnight. A suspension of this solid in 10 mL 
5 of toluene was cooled to 0°C. HC1 gas was bubbled through the suspension for 10 min 
before stirring the flask content at room temperature for 2 hours. The desired product was 
purified using preparatory HPLC (0.049 g, 30% yield over 3 steps): 'H NMR (CD 3 OD) 9.2 
(d, 1H), 8.77 (dd, 1H), 8.7 (s, 1H), 8.4 (s, 1H), 8.39 (dt, 1H), 7.9-7.8 (m, 3H), 7.6-7.5 (m, 
4H); ES-MS (m/z) 358 [M+H] + . 

10 

EXAMPLE 288 

N-[3-(5-( 1H- 1 ,2,4-TRI^ 

PIPERIDYLPROPANAMIDE 

15 




20 A. N-f 3- ( 1 -Perhvdro-2H-pvran-2-vl-5-r 1 -(triphenvlmethvlY 1 ,2.4-triazol-3-vlVl( 1H- 
indazol-3-vl))phenvlV3-piperidvlpropanamide 

To a solution of 3-piperidyl propanoic acid (0.125 g, 0.796 mmol) in 7 mL of 
dichloromethane was added l-(3-dimethylaminopropyl)-3-ethyl carbodiimide hydrochloride 
(0.190 g, 0.99 mmol). After 10 min at room temperature, 3- { 1 -perhydro-2H-pyran-2-yl-5- 

25 [l-(triphenylmethyl)(l,2,4-triazol-3-yl)]-lH-indazol-3-yl}phenyl^ (0.200g, 0.59 mmol) 
was then added as a solid followed by 2 mL of dimethyl formamide. The reaction mixture 
was stirred at room temperature overnight. The completion of the reaction mixture was 
achieved after reacting an additional equivalent of reagents and stirring at room temperature 
for 24 hours. The crude mixture was partitioned between water and dichloromethane. The 

30 crude was not purified (yield not calculated). ES-MS (m/z) 742 [M+H] + . 

B. N-|"3-f5-(lH- 1 .2.4-Triazol-3-vDf 1 H-indazol'S-vl^phenvn-S-piperidvlpropanamide 

N-(3- { 1 -Perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)(l ^,4-triazol-3- 
yl)](lH-indazol-3-yl)}phenyl)-3-piperidylpropanamide was 4 mL of 4.0 N HC1 in 1,4- 
dioxane. The reaction mixture was stirred at room temperature overnight. After 
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neutralization with a saturated aqueous solution of NaHC0 3 , the crude reaction mixture was 
evaporated to dryness and purified by preparative HPLC (0.106 g, 38% yield over 2 steps): 
'H NMR (CD 3 OD) 6 8.73 (br s, 1H), 8.35 (br s , 1H), 8.17 (t, 1H), 8.1 (dd, 1H), 7.7-7.6 (m, 
3H), 7.5 (t, 1H), 2.8 (t, 2H), 2.66 (t, 2H), 2.58 (br s, 4H), 1.65 (m, 4H), 1.5 (m, 2H); ES- 
5 MS (m/z) 416 [M+H] + . 

EXAMPLE 289 

N-[3K5-(lH-l^,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PrIENYL]-2- 

HYDROXYPROPANAMBDE 

10 




15 a. fN-f 3- 1 1 -Perhvdro-2H-Pvran-2-vl-5-r 1 -(triphenvlmethvl¥l .2 .4-triazol-3 -vPI f 1 H- 
indazol-3-vD}phenvl>carbamovl1ethvlacetate 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylrnethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.502 g, 0.83 mmol), in dichloromethane (9 
mL), were added, 2-acetoxy propionic acid (0.100 mL, 0.916 mmol) and l-(3- 

20 dimethylaminopropyl)-3-ethyl carbodiimide hydrochloride (0.191 g, 0.996 mmol). The 
addition of 1.2 equivalents of acid and coupling agent was necessary to drive the reaction to 
completion after 48 h at room temperature. The crude reaction mixture was partitioned 
between dichloromethane and water. The crude was used without further purification and 
the yield was not calculated (0.141 g, 99% yield): ES-MS (m/z) 717 [M+H] + . 

25 

B. N-13-(5-(lH- 1 .2.4-Triazol-3-vl¥lH-indazol-3-vmphenvl1-2 -hvdroxvpropanamide 

The intermediate, [^-(3-{l-perhydro-2H-pyran-2-yl-5-[l- 
(triphenylmemyl)(l,2,4-triazol-3-yl)](lH-mdazol-3-yl)}phenyl)carbamoyl]emylac 

suspended in 20 mL of toluene and HC1 gas was bubbled through the reaction mixture for 15 
3 Orpin. The heterogeneous reaction was stirred at room temperature overnight. The solid was 
collected by filtration and was washed with small portions of toluene. The title compound 
was purified by preparative HPLC (30-90% acetonitrile in water) (0.072 g, 27% yield over 
two steps) 'H NMR (CD 3 OD) 6 8.7, 8.5 (br s, 1H), 8.2, 8.1 (s, 2H), 7.87 (d, 1H), 7.7 (br d, 
1H), 7.5 (t, 1H), 4.2 (q, 1H), 1.47 (d, 3H); ES-MS (m/z) 349 [M+H] + . 

35 
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EXAMPLE 290 

3 - [ 3 -( 2 - M ETH OXY ACET YLAMIN 0)PHENYL] - 1 H-IND AZOLE-5 - 

CARBOXAMIDE 




^ A. 3-BroTno- 1 -pcrhvdro-2H-pwan-2-vl"lH4ndazole-5~carboxamide 

To a solution of 3-bromo-l-perhydro-2H-pyran-2-yHH-indazole-5- 
carbonitrile (2.7 g, 8.82 mmol), in ethanol (20 mL), was added 20 mL of a 30% commercial 
solution of hydrogen peroxide and 2.8 mL of 6.0 N aqueous NaOH solution. The -reaction 
mixture was stirred at room temperature. After 3 hours, the reaction mixture was acidified 

^ with 6.0 N HC1 aqueous solution. Water was added to aid precipitation. The solid was 
collected by filtration and was washed with small portions of water. The solid was dried 
under vacuum (2.77 g, 97% yield): ES-MS (m/z) 325 [M+H] + . 

B. 3~f3-AjiiinophcnvlVl-Derhvdro-2H"pvran-2-vl-lH-indazole-5-carboxamide 

To a solution of 3-bromo-l-perhydro-2H-pyran-2-yHH-indazole-5- 
carboxamide (0.500 g, 1.54 mmol) in 15 mL of ethylene glycol dimethyl ether, was added 3- 
aminophenyl boronic acid (0.358 g, 2.31 mmol), [l,r-bis(diphenylphosphino)-ferrocene] 
complex with dichloromethane (1:1) (0.178 g, 0.098 mmol), and potassium phosphate (1.63 
g, 7.7 mmol). The reaction mixture was heated to reflux temperature of the solvent for 18 
~ D hours. The solvent was then removed under reduced pressure and the crude was partitioned 
between ethyl acetate and water. The title compound was purified by column 
chromatography (Si0 2 , 6% MeOH in CH 2 C1 2 ) (0.457 g, 88 % yield): ES-MS (m/z) 337 
[M+H] + . 

C. 3-r3-(2-Methoxvacetylamino)phenvl1-l^^ 
carboxamide 

To a solution of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2-yI-lH-indazole- 
5-carboxamide in tetrahydrofuran (6 mL), was added 2-methoxyacetyl chloride (0.065 mL, 
0.713 mmol) followed by triethyl amine (0.414 mL, 2.97 mmol). A small volume of dimethyl 
3$ formamide was added to aid solubility (1 mL). The reaction mixture was stirred at room 
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temperature for 2 hours. The solvent was removed under reduced pressure and he crude was 
partitioned between ethyl acetate and water. The crude product was isolated as an oily 
yellow residue (yield not calculated): ES-MS (m/z) 409 [M+H] + . 

5 D. 3-r3-(2-Methoxvacetvlamino^phenvl1-lH4ndazole-5-carboxamide 

Through a suspension of 3-[3-(2-methoxyacetylamino)phenyl]-l-perhydro- 
2H-pyran-2-yl-lH-indazole~5-carboxamide in toluene (10 mL), HC1 gas was bubbled for 20 
min. After 6 hours at room temperature, the reaction was complete. The pH of the reaction 
mixture was neutralized using a saturated aqueous NaHC0 3 solution before the solvent was 

^removed under reduced pressure. The title compound was isolated as a white solid after 
purification by preparative HPLC (30-100% acetonitrile/water) (0.078g, 40.5% yield): ! H 
NMR (CD 3 OD) 6 8.63 (dd, 1H), 8.19 (t, 1H), 7.94 (dd, 1H), 7.74 (td, 2H), 7.60 (dd, 1H), 
7.49 (t, 1H), 4.06 (s, 2H), 3.49 (s, 3H); ES-MS (m/z) 325 [M+H] + . 

15 EXAMPLE 291 

3-[3-(4-PIPERIDYLCA]^OXYA^^ 

CARBOXAMIDE 



20 




NH 



A. tert-Butvl 4-lN~r3-( 5-cvano-l-nerhvdro-2H-pvran-2-vl-lH-indazol-3- 

25 vDphenvllcarbamovDpiperidinecarboxvlate 

A solution of l-[(tert-butyl)oxycarbonyl]piperidine-4-carboxylic acid (0.317 
g, 1.38 mmol) in 12 mL of dichloromethane was added l-(3-dimethylaminopropyl)-3-ethyl 
carbodiimide hydrochloride (EDCI) (0.287 g, 1.5 mmol). The solution was stirred at room 
temperature for 10 min before 3-(3-aminophenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 

3 0 carbonitrile (0.400 g, 1.25 mmol) was added as a solid. (A small volume of dichloromethane 
was used to rinse the flask containing the core). The reaction was stirred at room 
temperature for 12 hours. Even after addition of 0.5 equivalent of carboxylic acid and EDCI, 
the reaction could not be driven to completion. The crude mixture was partitioned between 
water and dichloromethane. The crude was isolated as a brown oil. The yield was not 

35 calculated. 
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B. tert-Butvl 4-m-r3-r5~carbamovl-l-perhvdro-2H-pwaii-2^1H-indazol-3- 
yl)phenvl"|carbamovllpiperidinecarboxvlate 

To a solution of tert-butyl 4-{N-[3-(5-cyano-l-perhydro-2H-pyran-2-yHH- 
indazol-3-yl)phenyl]carbamoyl}piperidinecarboxylate in 3 mL of ethanol, was added 3 mL of 
30% commercially available H 2 0 2 solution followed by 0.280 mL of 6.0 N aqueous NaOH 
solution. Within 30 min, the formation of an abundant white precipitate was observed. The 
mixture was acidified using a 6.0 N aqueous solution of HC1. Upon addition of water (20 
mL), the formation of a precipitate was observed. The solid was collected by filtration, 
washed with small portions of water and dried in a vacuum oven overnight. The desired 
product was isolated as a pure white solid (0.277g, 40% over 2 steps): ES-MS (m/z) 548 
[M+H] + . 

C. 3-r3>f4-Piperidvlcarboxvamino)phenvn-lH-indazole~5-carboxamide 

tert-Butyl 4- (N-[3-(5-carbamoyl-l-perhydro-2H-pyran-2-yl-lH-indazol-3- 
yl)phenyl]carbamoyl}piperidinecarboxylate was suspended in 10 mL of toluene and HC1 gas 
was bubbled through for 15 min. The reaction mixture was stirred at room temperature 
overnight. The solvent was removed under reduced pressure after neutralization. Purification 
was performed by preparatory HPLC. (0.01 5 g, 8% yield): l K NMR (CD 3 OD) 6 8.59 (dd, 
1H), 7.91 (d, 1H), 7.56 (d, 1H), 7.29-7.20 (m, 3H), 6.73 (dt, 1H) 5 3.61 (t, 2H), 3.36 (s, 3H), 
3.33 (t, 2H); ES-MS (m/z) 311 [M+H] + . 



EXAMPLE 292 
(lS)-l-{N-[3-(5-CARBAMOYL(lH-INDAZOL-3- 
YL))PHENYL j CARBAMOYL} ETHYL ACETATE 

25 

H 

N A_ H CH 3 
H UM 3 

30 

A. flSVl-(N-r3-(5-Carbamovl-l-perhvdro-2H-pvran-2-vlflH-indazol-3- 
vl^phenvllcarbamovl) ethyl acetate 

A solution of (S)-2-acetyl propionic acid (0.1 18 g, 0.89 mmol) in 82 mL of 
dichloromethane was added l-(3-dimethylaminopropyl)-3-ethyl carbodiimide hydrochloride 

or 

JJ (EDCI) (0.212 g, 1 .1 1 mmol). The solution was stirred at room temperature for 10 min 
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before 3-(3-aminophenyl)-l-perhydro-2H-pyran-2^ (0.250 g, 

0.74 mmol) was added as a solid. (A small volume of dichloromethane was used to rinse the 
flask containing the core). The reaction was stirred at room temperature for 12 hours. The 
reaction mixture was partitioned between water and dichloromethane. The crude product 
5 was isolated as a brown oil and the yield was not calculated. ES-MS (m/z) 451 [M+H] + . 

B. (lSVl-(N-r3-(5-Carbamovl (lH-indazol-3-vDyhenvl]carbamovUethvl acetate 

In a suspension of (lS)-l-{N-[3-(5-carbamoyM-perhydro-2H-pyran-2- 
yl(lH-indazol-3-yl))phenyl]carbamoyl}ethyl acetate in 20 mL of toluene was bubbled HC1 

10 gas for 20 min. The reaction was then stirred at room temperature overnight. The mixture 
was neutralized with an aqueous saturated solution of NaHC0 3 and was concentrated to 
dryness under reduced pressure. After preparatory HPLC purification, the desired product 
was still contaminated with de-acetylated product. The mixture was dissolved in 19 mL of 
tetrahydrofuran and 2 mL of 2.0 N aqueous NaOH were added. After stirring at room 

1 5 temperature for 1 2 hours, the ratio was close to 1 : 1 . The 2 species were separated via 
preparatory HPLC (0.043 g, 16% over 3 steps): 'H NMR (DMSO d 6 ) 6 13.47 (s, 1H), 10.25 
(s, 1H), 8.6 (s , 1H), 8.2 (s, 1H), 8.1 (br s, 1H), 7.94 (dd, 1H), 7.76 (dt, 2H), 7.6 (d, 1H), 
7.5 (t, 1H), 7.34 (br s, 1H), 5.07 (q, 1H), 2.1 (s, 32H), 1.46 (d, 3H); ES-MS (m/z) 367 
[M-KH] + . 

20 

EXAMPLE 293 
3- {3-[(2-METHOXYETHYL)AMINO]PHENYL}--lH- 
INDAZOLE-5-CAKBOXAMIDE 

25 

O-CH3 




A. 3- {3-IY2-Methox vethvnaminolphenvll - 1 -perhvdro-2H-pvran-2-vl- lH-indazole-5- 
30 carboxamide 

A solution of 3 -(3 -aminophenyl)- 1 -perhydro-2H-pyran-2-yl- 1 H-indazole-5 - 
carboxamide (0.200 g, 0.59 mmol) in 6 mL of dimethylformamide was prepared. An excess 
of K 2 C0 3 was added as a solid (200 mg) followed by 2-bromo-l-methoxyethane (0.062 mL, 
0.65 mmol). The reaction was wanned to 40°C for 12 hours, then 60°C for 4 hours. Only a 
35 conversion of about 50% was observed, and at that point, some degree of decomposition. 
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The reaction mixture was diluted with water and the crude product was extracted with ethyl 
acetate. Purification using column chromatography (4% MeOH in CH 2 C1 2 ) was not 
satisfactory but the enriched fractions were carried on to the next step. The yield was not 
calculated; ES-MS (m/z) 395 [M+Hf. 

5 

B. 3-{3-r(2-MethoxvethvDainino1phenvll'lH>indazole"5-carboxamide 

In a suspension of 3-{3-[(2-methoxyethyl)amino]phenyl}-l-perhydro-2H- 
pyran-2-yl-lH-indazole-5-carboxamide in 20 mL of toluene was bubbled HC1 gas for 20 
min. The reaction was then stirred at room temperature overnight. The mixture was 
™ neutralized with an aqueous saturated solution of NaHC0 3 and was concentrated to dryness 
under reduced pressure. After 2 preparatory HPLC purifications, a small amount of pure 
material was isolated. (0.015 g, 8% over 2 steps): ! H NMR (CD 3 OD) 6 8.59 (dd , 1H), 7.91 
(d, 1H), 7.56 (ds, 1H), 7.29-7.20 (m, 3H), 6.73 (dt, 1H), 3.61 (t, 2H), 3.36 (s, 3H), 3.334 (t, 
2H); ES-MS (m/z) 311 [M+H] + . 

15 

EXAMPLE 294 
3-[3-(3-PIPERIDYLPROPANOYLAMI^^ 

CARBOXAMIDE 

20 




A. 1 -Perhvdro-2H-pyran-2-vl-3 -[3-(3 -pjperidvlpropano vl amino)phenvn - 1 H-indazole-5 - 
carboxamide 

To a solution of 3-piperidylpropanoic acid (0.102 g, 0.65 mmol) in 6 mL of 
dichloromethane was added l-(3-dimethylaminopropyl)-3-ethyl carbodiimide hydrochloride 
(EDCI) (0.135 g, 0.71 mmol). After 10 min at room temperature, 3-(3-aminophenyl)-l- 
30 perhydro-2H-pyran-2-yl-lH-indazole-5-carboxamide (0.200 g, 0.59 mmol) was then added 
as a solid followed by 2 mL of dimethyl formamide. The reaction mixture was stirred at 
room temperature overnight. The crude mixture was partitioned between water and ethyl 
acetate. The crude was not purified (yield not calculated). ES-MS (m/z) 476 [M+H] + . 

J B. 3-r3-f3-Piperidvbropanovlamino^phenvl]-lH-indazole-5-carboxamide 
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1 -Perhydro-2H-pyran-2-yl-3^ 
indazole-5-carboxamide was suspended in 20 mL of toluene and HC1 gas was bubbled 
through for 1 5 min. The reaction mixture became gummy and was stirred at room 
temperature overnight. The supernatant solution was decanted and the residue was purified 
5 by preparatory HPLC. (0.017 g, 7% yield over 2 steps): *H NMR (DMSO d 6 ) 6 13.48 (s, 
1H), 10.38 (s, 1H), 8.62 (s, 1H), 8.1 (s , 1H), 7.94 (dd, 1H), 7.94 (dd, 1H), 7.73 (d, 1H), 
7.62 (d, 1H), 7.48 (t, 1H), 7.36 (br s, 1H), 2.65 (m, 2H), 2.5 (m, 2H), 2.4 (br s, 4H), 1.52 
(m, 4H), 1 .40 (m, 2H); ES-MS (m/z) 392 [M+H] + . 

10 EXAMPLE 295 

3-[3-(2-FURYLCARBO 

CARBOXAMIDE 



15 




A. 3-f3-(2-Furvlcarbonvlamino)phenyl]-l-perhvdro-2H-p\Tan-2-vl-lH-indazole-5- 
~® carboxamide 

To a solution of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-- 
5-carboxamide (0.200g, 0.59 mmol) in 6 mL of tetrahydrofuran was added 2-furanoic acid 
chloride (0.064 mL, 0.65 mmol), followed by iriethyl amine (0.091 mL, 0.65 mmol). The 
reaction was stirred at room temperature overnight. The crude mixture was partitioned 
25 between water and ethyl acetate. The extracts were concentrated to dryness. The crude was 
not purified (yield not calculated). ES-MS (m/z) 431 [M+H] + . 

B. 3-r3-(2-Furvlcarbonvlamino^phenvl1-lH-ind£izole-5-carboxamide 

3-[3 -(2 -Furylcarbonylamino)phenyl] - 1 -perhydro-2H-pyran-2-yl- lH-indazole- 
JKJ 5-carboxamide was suspended in 10 mL of toluene and HC1 gas was bubbled through for 15 
min. The reaction mixture was stirred at room temperature overnight. After neutralization 
with aqueous NaHC0 3 , the reaction mixture was evaporated to dryness and purified by 
preparatory HPLC. (0.1 1 1 g, 54% yield): l H NMR (DMSO d 6 ) 6 13.5 (br s, 1H), 10.3 (s, 
1H), 8.64 (s, 1H), 8.4 (s , 1H), 8.1 1 (br s, 1H), 7.97 (s, 1H), 7.92 (t, 2H), 7.8 (d, 1H), 7.6 
35 (d, 1H), 7.52 (t, 1H), 7.39 (d, 1H), 7.36 (s, 1H), 6.7 (t, 1H); ES-MS (m/z) 347 [M+H] + . 
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EXAMPLE 296 

N-[3-(5KlH-l,2,4-TO 

(DIMETHYLAMINO)ACET AMIDE 




10 

A. 2-fDimethvlamino VN-( 3-H -perhvdro-2H-pyran-2-vl-5-r 1 -( triphenvlmethvna .2.4- 
triazol-3-vmflH-inda2ol-3-vn>phenvnacetamide 

To a solution of 2-(dimethylamino)acetic acid hydrochloride (0.077- g, 0.55 
mmol) in 5 mL of dichloromethane was added l-(3-dimethylaminopropyl)-3-ethyl 
15 carbodiimide hydrochloride (EDCI) (0.105 g, 0.55 mmol) and triethyl amine (0.077 mL, 0.55 
mmol). The reaction was stirred at room temperature for 10 min before 3-{l-perhydro-2H- 
pyran-2-yl-5-[l-(triphenylmeth^ (0.300 
g, 0.498 mmol), dissolved in 1 mL of dichloromethane was added to the solution. The 
reaction was stirred at room temperature overnight. Further conversion was promoted by 

20 

^ u reacting an additional equivalent of reagents and stirring at room temperature for 12 hours. 
The reaction mixture was then partitioned between water and dichloromethane. The crude 
material that was obtained from evaporation of the extracts was not purified further. (Yield 
not calculated) ES-MS (m/z) 688 [M+H] + . 

25 B. N-»r3-f5-riH-L2,4-Tria2ol^3^viyiH-indazol-3-vmphenvl1-2- 
(dimethvlamino)acetamide 

2 -(Dimethyl amino)-N-(3 - { 1 -perhydro-2H-pyran-2-yl-5-[ 1 - 
(triphenylmethyl)(l,2 5 4-triazol-3-yl)](lH-indazol-3-yl)}phenyl)acetamide was dissolved in 4 
mL of 4.0 N HC1 in 1,4-dioxane and the reaction was stirred at room temperature for 3 

JW hours. After neutralization with aqueous NaHC0 3 , the reaction mixture was evaporated to 
dryness and purified by preparatory HPLC. (0.023 g, 13% yield over 2 steps): ! H NMR 
(CD 3 OD) 6 8.7 (d, 1H), 8.32 (br s , 1H), 8.17 (t, 1H), 8.05 (dd, 1H), 7.7 (t, 2H), 7.6 (dd, 
1H), 7.4 (t, 1H), 3.18 (s, 2H), 2.38 (s, 6H); ES-MS (m/z) 362 [M+H] + . 

35 EXAMPLE 297 
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N-[3-(5-( 1 H- 1 ,2,4-TRIAZOL-3-YL)-lH-INDAZOL-3 

YL)PHENYL]BUT AN AMIDE 




A. N-(3-(l-Perhvdro-2H-pyran-2-vl-5-ri-ftriDhenvlmethvl¥ 1.2.4 -triazol-3-vm-lH- 
^ indazol-3-vl>phenvl)butanamide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine ( 0.200 g, 0.33 mmol) in 4 mL of 
tetrahydrofuran was added butanoyl chloride (0.052 mL, 0.49 mmol) followed by friethyl 
amine (0.230 mL, 0. 1 67 mmol). The reaction was stirred at room temperature for 1 5 hours. 
^ The reaction mixture was partitioned between water and ethyl acetate. The residue was not 
purified (yield not calculated). ES-MS (m/z) 673 [M+H] + . 

B. N43-f5-flH-1.2.4-Triazol-3-vlVlH-indazol-3-vl>phenvl1butanamide 

N-(3- { 1 -Perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)( 1 ,2,4-triazol-3-yl)]- 
2 ^ lH-indazol-3-yl}phenyl)butanamide was dissolved in 4 mL of 4.0 N HC1 in 1,4-dioxane and 
the reaction was stirred at room temperature for 3 hours. After neutralization with aqueous 
NaHCOj, the reaction mixture was evaporated to dryness and purified by preparatory HPLC. 
(0.031 g, 27% yield over 2 steps): l H NMR (CD 3 OD) 8.75 (br s, 1H), 8.25 (br s , 1H), 8.1 
(br s, 1H), 7.7-7.6 (m, 3H), 7.5 (t, 1H), 2.4 (t, 2H), 1.72 (sextet, 2H), 1.0 (t, 3H); ES-MS 
25 (m/z) 362 [M+H] + . 



EXAMPLE 298 
2E-N-[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3- 
YL))PHENYL]-3-PHENYLPROP-2-EN AMIDE 




35 
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A. ( 2EVN-f 3- i 1 -Perhvdro-2H-pvran-2-vl-5-r 1 -ftrip hen vlmethvlV 1 .2.4-triazol-3- 
vDI ( 1 H-indazol- 3 -vD ) phenyl V3 -phenvlprop-2-enamide 

To a solution of 3-{l-perhydro-2H-pyr^ 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine ( 0.150 g, 0.248 mmol) in 2.5 mL of 
5 tetrahydrofuran was added (2E)-3-phenylprop-2-enoyl chloride (0.062 g, 0.372 mmol) 
followed by triethyl amine (0. 1 73 mL, 1 .24 mmol). The reaction was stirred at room 
temperature for 2 hours. The reaction mixture was partitioned between water and ethyl 
acetate. The residue was not purified (yield not calculated). ES-MS (m/z) 733 [M+H] + . 

10 B. 2E-N43-(5-(lH-1.2.4-Triazol-3^^^ 
enamide 

(2E)-N-(3- { 1 -Perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)(l ,2,4-triazol-3- 
yl)](lH-indazol-3-yl)}phenyl>3-phenylprop-2-enamide was dissolved in 4 mL of 4.0 N HC1 
in 1,4-dioxane and the reaction was stirred at room temperature overnight. After 
* 5 neutralization with aqueous NaHC0 3 , the compound precipitated out of solution. The solid 
was collected by filtration and was purified by preparative HPLC. (0.036 g, 33% yield over 2 
steps): 'H NMR (CD 3 OD) 6 8.7 (s, 1H), 8.3 (br s, 1H), 8.1 (br d, 1H), 7.8-7.6 (m, 6H), 
7.54 (t, 1H), 7.45-7.4 (m, 3H), 6.85 (d, 1H); ES-MS (m/z) 407 [M+HJ + . 

20 EXAMPLE 299 

N-[3-(5-(lH-l,2,4-TRIAZOL-3-^ 

PHENOXYPROPANAMIDE 



25 




A. N-(3-n-Perhvdro-2H-p^^ 
3® indazol-3-vD)phenvl)-2- phenoxvpropanamide 

To a solution of 2-phenoxypropanoic acid (0.045 g, 0.274 mmol) in 2.5 mL 

of dichloromethane was added l-(3-dimethylaminopropyl)-3-ethyl carbodiimide 

hydrochloride (EDO) (0.057 g, 0.298 mmol). The reaction was stirred at room temperature 

for 10 min before 3-{l-perhycfro-2H-pyran-2-yU 
35 lH-indazol-3-yl}phenylamine (0.150 g, 0.248 mmol) dissolved in 1 mL of dichloromethane, 
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was added to the solution. The reaction was stirred at room temperature for 3 hours. The 
reaction mixture was then partitioned between water and dichloromethane. The crude 
material that was obtained from evaporation of the extracts was not purified further. (Yield 
not calculated) ES-MS (m/z) 751 [M+H]\ 

5 

B. N-[3-(5-( 1H-1 ,2,4-Triazol-3-viy 1 H-indazol-3-vl) > >phenvlV2"phenoxvpropanamide 

N-(3- { 1 -Perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)(l ,2,4-triazol-3- 
yl)](lH-indazol-3-yl)}phenyl)-2- phenoxypropanamide was dissolved in 4 mL of 4.0 N HC1 
in 1,4-dioxane and the reaction was stirred at room temperature overnight. After 
10 neutralization with aqueous NaHC0 3 , the reaction mixture was evaporated to dryness and 
purified by preparative HPLC. (0.062 g, 59% yield over 2 steps): 'H NMR (CD 3 OD) 6 8.73 
(s, 1H), 8.17 (t, 1H), 8.1 (d, 1H), 7.8-7.67 (m, 3H), 7.51 (t, 1H), 7.34-7.27 (m, 2H), 7.06- 
6.95 (m, 3H), 4.87 (q, 1H), 1.68 (d, 3H); ES-MS (m/z) 425 [M+H] + . 

15 EXAMPLE 300 

3-{3-[2-(plMETHYLAMINO 

5-CARBOXAMIDE 



20 




A. 3- ( 3-f 2-fl 3imethvlamino )acetvlamino1phenvl> - 1 -perhvdro-2H-pvran-2-vl- 1 H- 

25 indazole-5-carboxamide 

To a solution of 2-(dimethylamino)acetic acid hydrochloride (0.091 g, 0.649 
mmol) in 6 mL of dichloromethane was added l-(3-dimethylaminopropyl)-3-ethyl 
carbodiimide hydrochloride (EDCI) (0.135 g, 0.708 mmol) and triethyl amine (0.090 mL, 
0.649 mmol). The reaction was stirred at room temperature for 10 min before 3-(3- 

3® ammophenyl)-l-perhy(ko-2H-pyran^ (0.200 g, 0.59 mmol) 

dissolved in 1 mL of dichloromethane, was added to the solution. Dimethyl formamide (2 
mL) was added to aid solubility. Additional reagent (1 equivalent) was necessary to drive the 
reaction to completion. The reaction mixture was then partitioned between water and 
dichloromethane. The crude material that was obtained from evaporation of the extracts was 

35 not purified further. (Yield not calculated) ES-MS (m/z) 422 [M+H] + . 
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B. 3- (3-r2-(T)imethvlamino > >acetvlamino1phenvl^l H-indazole-5-carboxamide 

3- {3-[2-(Dimethylainino)acetylaniino]phenyl} -1 -perhydro-2H-pyran-2-yl- 1H- 
indazole-5-carboxamide was suspended in toluene (10 mL) and HC1 gas was bubbled 
^ through the suspension for 15 min. The reaction was then stirred at room temperature 
overnight. After neutralization with aqueous NaHC0 3 , the reaction mixture was evaporated 
to dryness and purified by preparatory HPLC. (0.027 g, 13.5 % yield over 2 steps): ! H 
NMR (CD 3 OD) 8.66 (s, 1H), 8.22 (t, 1H), 7.97 (dd, 1H), 7.75 (t, 2H), 7.63 (d, 2H), 7.51 (t, 
1H), 3.21 (s, 2H), 2.41 (s, 6H); ES-MS (m/z) 338 [M+H] + . 



10 



EXAMPLE 301 
N-[3-(5KlH-l,2^-TRIAZOL^ 

DIMETHYLBUTANAMIDE 



15 




N 
H 



20 



A. 33-Dimethvl-N-(3- ( 1 -Perhvdro-2H-pyran-2--vl-5-r 1 -rtriphenvlmethvl¥l .2.4- 
triazol- 3 -vDI f 1 H-indazol-3 - vl) ) phenvDbutanamide 

To a solution of 3-{l-Perhydro-*2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.150 g, 0.248 mmol) in 2.5 mL of 
25 tetrahydrofuran was added 3,3-dimethylbutanoyl chloride (0.050 g, 0.372 mmol) followed by 
triethyl amine (0.173 mL, 1.24 mmol). The reaction was stirred at room temperature for 3 
hours. The reaction mixture was partitioned between water and ethyl acetate. The residue 
was not purified (yield not calculated). ES-MS (m/z) 701 [M+H]' . 

30 B. m3-f5-(lH-L2.4-Triazol-3^^ 

3,3-Dimethyl-N-(3- { l -perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)( 1 ,2,4- 
triazol-3-yl)](lH-indazol-3-yI)}phenyl)butanamide was dissolved in 4 mL of 4.0 N HO in 
1,4-dioxane and the reaction was stirred at room temperature overnight. After neutralization 
with aqueous NaHC0 3 , the reaction mixture was evaporated to dryness and was purified by 

35 preparative HPLC (0.027 g, 29% yield over 2 steps): ! H NMR (CD 3 OD) 8 8.73 (s, 1H), 
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8.15 (s , 1H), 8.10 (d, 1H), 7.75 (t, 2H), 7.69 (d, 1H), 7.51 (t, 1H), 2.30 (s, 2H), 1.12 (t, 
9H); ES-MS (m/z) 375 [M+H] T . 

EXAMPLE 302 
N-[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3- 

YL))PHENYL]CYCLOPROPYLCARBOXAMIDE 



10 




15 



A. Cvclopropvl-N-r3- ( 1 -perhvdro-2H-pyran-2-vl-5-r 1 -( triphenvlmethvl¥l ,2,4-triazol- 
3-vmflH-indazol-3-vm phenvncaiboxanude 

To a solution of cyclopropanecarboxylic acid (0.024 g, 0.274 mmol) in 2.5 
mL of dichloromethane was added l-(3-dimethylaminopropyl)-3-ethyl carbodiimide 
hydrochloride (EDCI) (0.057 g, 0.298 mmol). The reaction was stirred at room temperature 
for 10 min before 3-{l-perhydro-2H-pyran-2-yl-5-[lKtriphenylmethyl)(l,2,4-triazol-3-yl)]- 
20 lH-indazol-3-yl}phenylamine (0.1 50g, 0.248 mmol), dissolved in 1 mL of dichloromethane 
was added to the solution. The reaction was stirred at room temperature for 2 days while 2 
additions of one equivalent of reagents were necessary. The reaction mixture was then 
partitioned between water and dichloromethane. The crude material that was obtained from 
evaporation of the extracts was not purified further. (Yield not calculated) ES-MS (m/z) 672 
25 [M+2H] + . 



B. 



30 



35 



N-[3-(5-aH-1.2.4-Triazol-3-vl¥lH-mdazol-3-vDVhenvl1cvcl opropvlcarboxamide 
Cyclopropyl-NK3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)](lH-indazol-3-yl)}phenyl)carboxamide was dissolved in 4 mL of 4.0 N HC1 in 
1,4-dioxane and the reaction was stirred at room temperature overnight. After neutralization 
with aqueous NaHC0 3 , the reaction mixture was evaporated to dryness and purified by 
preparative HPLC. (0.026 g, 30% yield over 2 steps): l H NMR (DMSO d 6 ) 6 8.75 (s, 1H), 
8.36 (br s, 1H), 8.24 (s, 1H), 8.12 (d, 1H), 7.76-7.72 (m, 3H), 7.5 (t, 1H), 1.83 (m, 1H), 
0.97-0.84 (m, 4H); ES-MS (m/z) 345. 
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EXAMPLE 303 

N-[3-( 5(111-1 ,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL]-2- 

INDOL-3 -YL-2-OXOACET AMIDE 



H 



5 




10 A. 2-Indol-3-vl-2-oxo-N-(3- ( 1 -perhvdro-2H-Pvran-2-vl-5-ri -ftriphenvlmethvlYl .2.4- 
triazol-3-vl^(lH-inila/ol-3-vMphenvl)acetamide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.150 g, 0.248 mmol) in 2.5 mL of - 
tetrahydrofuran was added 2-indol-3-yl-2-oxoacetyl chloride (0.103 g, 0.496 mmol), 

15 followed by triethyl amine (0.173 mL, 1.24 mmol). The reaction was stirred at room 

temperature overnight. The reaction mixture was then partitioned between ethyl acetate and 
water. The crude material that was obtained from evaporation of the extracts was not 
purified further. (Y« eld not calculated) ES-MS (m/z) 774 [M+H] + . 

20 B. N-r3-C5-n H- 1 .2.4-Triazol-3-vnf lH-indazol-3-vnVhenvn-2-indol-3-vl-2- 
oxoacetamide 

2-Indol-3-yl-2-oxo-N-(3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 - 
(triphenylmethyl)(l,2,4-triazol-3ryl)](lH-indazol-3-yl)}phenyl)acetamide was dissolved in 4 
mL of 4.0 N HC1 in 1 ,4-dioxane and the reaction was stirred at room temperature overnight. 
^ J After neutralization with aqueous NaHCOj, the reaction mixture was evaporated to dryness 
and purified by preparative HPLC. (0.018 g, 16% yield over 2 steps): 'H NMR (CD 3 OD) 6 
11.93 (s, 1H), 10.53 (s, 1H), 8.95 (s, 1H), 8.86 (s, 1H), 8.55 (s, 1H), 8.52 (s, 1H), 8.41 (dd, 
1H), 8.14 (dd, 1H), 8.0 (d, 1H), 7.89 (d, 1H), 7.75 (d, 1H), 7.64-7.54 (m, 2H), 7.34-7.30 
(m, 2 H); ES-MS (m/z) 449. 

30 

EXAMPLE 304 

N-[3-(5-( 1 H- 1 ,2,4-TRIAZOL-3-YL)( 1H-IND AZOL-3-YL))PHENYL] (6- 

CHLORO(3-PYRIDYL))CARBOXAMIDE 

35 
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5 




A. 6-Chloro(3-pvridvm-N-( 3- i 1 -perhvdro-2H-pvran-2-vl-5-r 1 - 
(triphenvlmethvl¥1.2^ 

To a solution of 3-{l-perhydro-2H-pyi^^ 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.150 g, 0.248 mmol) in 2.5 mL of 
tetrahydrofuran was added 6-chloropyridine-3-carbonyl chloride (0.087 g, 0.496 mmol), 
followed by triethyl amine (0.173 mL, 1.24 mmol). The reaction was stirred at room 
temperature overnight. The reaction mixture was then partitioned between ethyl acetate and 
water. The crude material that was obtained from evaporation of the extracts was not 
purified further. (Yield not calculated) ES-MS (m/z) 743 [M+H]\ 



B. N^S^S-flH-l^^-Triazol-S-vlVlH-indazol^-vmphenvllfe-chlorofS- 
pyridvlVlcarboxamide 
20 6-CMoro(3-pyridyl))-N-(3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 - 

(triphenylmethyl)(l,2,4-triazol-3-yl)]^^ was dissolved in 

4 mL of 4.0 N HC1 in 1,4-dioxane and the reaction was stirred at room temperature 
overnight. After neutralization with aqueous NaHC0 3 , the reaction mixture was evaporated 
to dryness and purified by preparative HPLC. Upon neutralization of the fractions, the title 

or 

^ compound precipitated out as a white solid that was collected by filtration, washed with 
water and dried in a vacuum oven. (0.019 g, 18% yield over 2 steps): ! H NMR (CD 3 OD) 6 
9.00 (d, 1H), 8.77 (s, 1H), 8.40 (dd, 1H), 8.20 (br s, 1H), 8.15 (dd, 1H), 8.03 (s, 1H), 7.9 
(d, 1H), 7.8 (d, 1H), 7.65-7.54 (m, 3H); ES-MS (m/z) 416. 

30 EXAMPLE 305 

N-[3-(5-(lH-l,2,4-TRIAZOI^3-YL)(lH-INDAZOL-3- 
YL))PHENYL]CYCLOPENTYLCARBOXAMIDE 



35 
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A. Cvclopentvl-N-(3- { 1 -perhvdro-2H-r)vran-2-vl-5-r 1 -( triphenvlmethvDf 1 .2.4-triazol-3- 
vDl ( 1 H-indazol-3 -vD I phenyl )carboxamide 

10 To a solution of 3-{l-perhydro-2H-pyr^^ 

triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.150 g, 0.248 mmol) in 2.5 mL of 
tetrahydrofuran was added cyclopentanecarbonyl chloride (0.060 mL, 0.496 mmol), 
followed by triethyl amine (0.173 mL, 1.24 mmol). Completion of the reaction necessitated 
the addition of 2 more equivalents of reagents and a total reaction time of 48 hours at room 

15 temperature. The reaction mixture was then partitioned between ethyl acetate and water. The 
crude material that was obtained from evaporation of the extracts was not purified further. 
(Yield not calculated) ES-MS (m/z) 699 [M+H] + . 

B. N43-(5-nH-L2.4-Triazol-3-vn^ 

90 ~ 

Cyclopentyl-N-(3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)(l ,2,4- 
triazol-3-yl)](lH-indazol-3-yl)}phenyl)carboxamide was dissolved in 4 mL of 4.0 N HC1 in 
1,4-dioxane and the reaction was stirred at room temperature overnight. After neutralization 
with aqueous NaHC0 3 , the reaction mixture was evaporated to dryness and purified by 
preparative HPLC. (0.043 g, 46% yield over 2 steps): 'H NMR (CD 3 OD) 6 8.73 (s, 1H), 
25 8.36 (br s, 1H), 8.17 (s, 1H), 8.10 (d, 1H), 7.76-7.67 (m, 3H), 7.5 (t, 1H), 2.85 (quintet, 
1H), 2.04-1.63 (m, 8H); ES-MS (m/z) 373. 

■ 

EXAMPLE 306 
N-[3-(5-(lH- 1 ,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3- 
30 YL))PHENYL]METHANE CARBOXYLIC ACID 



35 



H 




N 
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A. Methvlf N-(3- < 1 -perhvdro-2H-Pwan-2-vl-5ri^^ 
lH-inda/ol-3-vl ) phenvDcarbamovllformate 

To a solution of 3- { l-perhydro-2H-pyran-2-yl-5-[l^triphenyImethyl)(l,2,4- 
5 tria2ol-3-yl)]-lH-indazol-3-yl}phenylamine (0.150 g, 0.248 mmol) in 2.5 mL of 
tetrahydrofiiran was added methyl(chlorocarbonyl)foimate (0.068 g, 0.496 mmbl), followed 
by triethyl amine (0. 1 73 mL, 1.24 mmol). The reaction was stirred at room temperature 
overnight. The reaction mixture was then partitioned between ethyl acetate and water. The 
crude material that was obtained from evaporation of the extracts was not purified further. 
10 (Yield not calculated) ES-MS (m/z) 689 [M+H] + . 

B. N-r3-(5-(lH-1 ,2.4-Triazol-3-vn(lH~indazol-3-vl^phenvl1methane carboxvlic acid 

Methyl[N-(3- { 1 -perhydro-2H-pyran-2-yl-5[l -(triphenylmethyl)(l ,2;4-triazol- 
3.yl)]-lH-indazol-3-yl}phenyl)carbamoyl]formate was dissolved in 4 mL of 4.0 N HC1 in 

15 1,4-dioxane and the reaction was stirred at room temperature overnight. These conditions 
effected deprotection of the triazole and indazole but also hydrolysis of the ester. After 
neutralization with aqueous NaHC0 3 , the reaction mixture was evaporated to dryness and 
purified by preparative HPLC. The pH of the fraction was adjusted to 4 to allow extraction 
of the pure product in ethyl acetate (0.01 1 g, 12% yield over 2 steps): *H NMR (CD 3 OD) 5 

20 8.77 (br s, 1H), 8.43 (br s, 1H), 8.37 (br s, 1H), 8.10 (d, 1H), 7.86 (br s, 2H), 7.70 (d, 1H), 
7.57 (t, 1H); ES-MS (m/z) 349 [M+H] + . 



25 



EXAMPLE 307 
N-[3-(5-(lH.l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3- 
YL))PHENYL]BENZO[b]TfflOPHEN-2-CARBOXAMBDE 



HN 



30 




A. Benzofbl thiophen-2-vl-rN-G- i 1 -perhvdro-2H-pvraii-2-vl-5-r 1 - 
(triphenvlmethvlVL2.4-t^ 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.150 g, 0.248 mmol) in 2.5 mL of 
35 tetrahydrofiiran was added 2-benzo[b]thiophene-2-carbonyl chloride (0.098 g, 0.496 mmol) 
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followed by triethyl amine (0.173 mL, 1.24 mmol). The reaction was stirred at room 
temperature overnight. The reaction mixture was then partitioned between ethyl acetate and 
water. The crude material that was obtained from evaporation of the extracts was not 
purified further. (Yield not calculated) ES-MS (m/z) 763 [M+H] + . 

B. N43-(5-aH-h2.4-Triazol^ 
carboxamide 

Benzo[b] thiophen-2-yl-[N-(3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 - 
(triphenylmethyl)(l,2,4-triazol-3-yl)](^ was dissolved in 

*® 4 mL of 4.0 N HC1 in 1,4-dioxane and the reaction was stirred at room temperature for 3 
days. Monitoring of the reaction showed that the removal of the THP group required a 
reaction time longer than usual. After neutralization with aqueous NaHC0 3 , the reaction 
mixture was concentrated, extracted with ethyl acetate and the product was purified by 
preparative HPLC. (0.027 g, 25% yield over 2 steps): *H NMR (CD 3 OD) 6 8.81 (s, 1H), 

15 8.38 (t, 1H), 8.27 (s, 1H), 8.12 (d, 1H), 7.99-7.92 (m, 3H), 7.85 (d, 1H), 7.70 (d, 1H), 7.59 
(t, 1H), 7.50-7.40 (m, 2H); ES-MS (m/z) 437. 



20 



EXAMPLE 308 
N-[3-(5-(lH-l,2,4-TRIAZO^ 

PYRIDYLCARBOXAMIDE 




25 

A. ITSf-(3-n -perhvdro-2H-pvran-2-vl-5-ri-(triphenvlmethvnri .2,4>triazol-3-vmf 1H- 
indazol-3-vl))phenvn-2-pvridvlcarboxamide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.150 g, 0.248 mmol) in 2.5 mL of 
30 tetrahydrofuran was added pyridine-2-carbonyl chloride (0.089 g, 0.496 mmol), followed by 
triethyl amine (0.173 mL, 1.24 mmol). The reaction was stirred at room temperature 
overnight. The reaction mixture was then partitioned between ethyl acetate and water. The 
crude material that was obtained from evaporation of the extracts was not purified further. 
(Yield not calculated) ES-MS (m/z) 708 [M+H] + . 

35 
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B. N-f3-(5-aH-l-2.4-Triazo1-3-vnflH-indazol-3-vnVhenvll-2-p vridvlcarboxamide 

[N-(3- { 1 -Perhydro-2H-pyran-2-yl-5- [ 1 -(triphenylmethyl)( 1 ,2,4-triazol-3- 
yl)](lH-indazol-3-yl)}phenyl)-2-pyridylcarboxamide was dissolved in 4 mL of 4.0 N HC1 in 
1,4-dioxane and the reaction was stirred at room temperature overnight. After neutralization 
5 with aqueous NaHC0 3 , the crude product was extracted with ethyl acetate and purified by 
preparative HPLC. (0.037 g, 39% yield over 2 steps): 'H NMR (CD 3 OD) 8 8.81 (s, 1H), 
8.76 (dt, 1H), 8.55 (t, 1H), 8.45 (br s, 1H), 8.25 (dt, 1H), 8.12 (dd, 1H), 8.09 (td, 1H), 8.00 
(dt, 1H), 7.85 (dt, 2H), 7.73 (d, 1H), 7.65 (ddd, 1H), 7.59 (t, 1H); ES-MS (m/z) 382 
[M+H] + . 

10 

EXAMPLE 309 

N-[3<5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL]-3- 

FURYLC ARB OXAMIDE 

15 




20 a. 3-Furvl-N-f 3- i 1 -p erhvdro-2H-p vran-2-vl-5 r 1 -( triphenvlmethv l¥ 1 .2.4-triazol-3- 
vlV|nH-indazol-3-vMphenvncarboxamide 

To a solution of furan-3-carboxylic acid (0.056 g, 0.496 mmol) in 2.5 mL of 
dichloromethane, was added l-(3-dimemylaminopropyl)-3-ethyl carbodiimide hydrochloride 
(EDCI) as a solid (0.105 g, 0.546 mmol). The solution was stirred at room temperature for 

25 10 min before 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphen^ 

indazol-3-yl}phenylamine (0.150 g, 0.248 mmol) dissolved in 1 mL of dichloromethane, was 
added. The reaction was stirred at room temperature overnight. The reaction mixture was 
then partitioned between dichloromethane and water. The crude material that was obtained 
from evaporation of the extracts was not purified further. (Yield not calculated) ES-MS 

30 (m/z) 697 [M+H] + . 

B. N-r3-f5-flH-1^.4-Triazo1-3-vnflH4nda7.o1-3.vmphenvl1-3-fur vlcarboxamide 

3-Furyl-N-(3- { 1 -perhydro-2H-pyran-2-yl-5 [ 1 -(triphenylmethyl)(l ,2,4-triazol- 
3-yl)](lH-indazol-3-yl)}phenyl)carboxamide was dissolved in 4 mL of 4.0 N HC1 in 1,4- 
35 dioxane and the reaction was stirred at room temperature overnight. After neutralization 
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with aqueous NaHC0 3 , the crude product was extracted in ethyl acetate and was purified by 
preparative HPLC. (0.034 g, 37% yield over 2 steps): 'H NMR (CD 3 OD) 5 8.79 (s, 1H), 
8.28 (d, 2H), 7.88 (d, 1H), 7.81 (d, 1H), 7.70 (d, 1H), 7.65 (t, 1H), 7.55 (t, 1H), 7.01 (d, 
lH);ES-MS(m/z)371. 

5 

EXAMPLE 310 
N-[3-(5KlH-l,2,4-TRIAZOI^3-YL)(lH-^ 

PHENYLACETAMIDE 



10 




A. N-(3-n-Pe rhvdro-2H-pwan-2-vl-5-ri-(triDhenvlmethvl¥1.2.4-triazol-3-vniri^ 
indazol-3 -vl) \ phenvDcarbamo vllphenvlmethvl acetate 

To a solution of 3-{l-perhydro-2H-pyra^^ 
triazol-3-yi)]-lH-indazol-3-yl}phenylamine (0.150 g, 0.248 mmol) in 2.5 mL of 
tetrahydrofuran was added 3-acetoxy phenyl acetyl chloride (0.105 g, 0.496 mmol), followed 
20 by triethyl.amine (0.173 mL, 1.24 mmol). The reaction was stirred at room temperature 
overnight. The reaction mixture was then partitioned between ethyl acetate and water. The 
crude material that was obtained from evaporation of the extracts was not purified further. 
(Yield not calculated) ES-MS (m/z) 779 [M+H] + . 

25 B- N-r3-(5-aH-L2.4-Triazol^^ 
phenvlacetamide 

N-(3- { 1 -Perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)( 1 ,2 5 4-triazol-3- 
yl)](lH-indazol-3-yl)}phenyl)carbamoyl]phenylmethyl acetate was dissolved in 4 mL of 4.0 
N HC1 in 1,4-dioxane and the reaction was stirred at room temperature overnight. 

30 

JKJ Monitoring of the reaction showed that these conditions effected a clean deprotection of 
triazole and indazole. After neutralization with aqueous NaHC0 3 , the intermediate was 
extracted in ethyl acetate and purified by preparative HPLC. (0.060g) This intermediate was 
then dissolved in 3 mL of MeOH and the solution was treated with 0.5 mL of saturated 
aqueous NaHC0 3 solution. After 2 hours at room temperature, the reaction mixture was 

3S 

J neutralized with 2.0 N HC1 aqueous solution and the desired product was purified by 
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preparatory HPLC (0.030 g, 30% yield over 3 steps): 'H NMR (CD 3 OD) 6 8.73 (br s, 1H), 
8.58 (br s, <1H), 8.2 (br s, 1H), 8.0 (br s, <1H), 7.78 (d, 2H), 7.68 (br s, 1H), 7.59-7.49 (m, 
3H), 7.41-7.29 (m, 3H), 5.21 (s, 1H); ES-MS (m/z) 411 [M+H] + . 

; EXAMPLE 311 

N-[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL]ISOXAZOL-5- 

YLCARBOXAMEDE 



10 




H 

A. Isoxazol-5 -vl-N-f 3- i 1 -nerhvdro-2H-pvran-2-vl-5 f 1 -(triphenvlmethvlV 1 .2.4-triazol- 
15 3 -vM f 1 H-indazol-3-vn^phenvDcarboxamide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.150 g, 0.248 mmol) in 2.5 mL of 
tetrahydrofuran was added isoxazole-5-carbonyl chloride (0.066 g, 0.496 mmol), followed 
by triethyl amine (0.173 mL, 1 .24 mmol). The reaction was stirred at room temperature 
2 ^ overnight. The reaction mixture was then partitioned between ethyl acetate and water. The 
crude material that was obtained from evaporation of the extracts was not purified further. 
(Yield not calculated) ES-MS (m/z) 698 [M+H] + . 

B. N-r3-f5-(lH-1.2.4-Triazol-3-vnflH-indazol-3-vmphenvlliso xazol-5-vlcarboxamide 
25 Isoxazol-5-yl-N-(3- { 1 -perhydro-2H-pyran-2-yl-5 [ 1 -(triphenylmethyl)(l ,2,4- 

triazol-3-yl)](lH-indazol-3-yl)}phenyl)carboxamide was dissolved in 4 mL of 4.0 N HG1 in 
1,4-dioxane and the reaction was stirred at room temperature overnight. After neutralization 
with aqueous NaHC0 3 , the crude product was extracted in ethyl acetate and purified by 
preparative HPLC (0.005 g, 5% yield over 2 steps): 'H NMR (CD 3 OD) 8.65 (t, 1H), 8.73 
30 (s, 1H), 8.45 (s, 1H), 8.38 (br s, <1H), 8.10 (d, 1H), 7.92 (d, 1H), 7.82 (d, 1H), 7.58 (t, 
1H), 7.32 (d, 1H); ES-MS (m/z) 372 [M+H] + . 

EXAMPLE 312 

N-[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH^ 
35 OXOACET AMIDE 
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HN 




A. 2-( 2-FurvlV 2-oxo-N-f 3- (1 -perhvdro-2H-Dvran-2-vl-5 F 1 -(triphenvlmeth vlYI .2.4- 
tria2ol-3-vl>1(lH-indazol-3-vniphenvl)acetamide 

To a solution of 2-(2-furyl)-2-oxoacetic acid (0.070 g, 0.496 mmol) in 2.0 
*"mL of dichloromethane, was added l-(3-dimethylaminopropyl)-3-ethyl carbodiimide 
hydrochloride (EDCI) as a solid (0.098 g, 0.510 mmol). The solution was stirred at room 
temperature for 15 min before 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l J 2,4- 
triazol-3-yl)]-lH-mdazol-3-yl}phenylamine (0.150 g, 0.248 mmol), dissolved in lmLof 
dichloromethane was added. The reaction was stirred at room temperature overnight. The 
" reaction mixture was then partitioned between dichloromethane and water. The crude 
material that was obtained from evaporation of the extracts was not purified further. (Yield 
not calculated) ES-MS (m/z) 725 [M+H] + . 

B. N-r3-f5-(lH-L2,4-Triazol-3-vl¥lH-inda2ol-3-vl^phenvll-2-(2-furvn-2- 
oxoacetamide 

2-(2-Furyl)-2-oxo-N-(3- { 1 -perhydro-2H-pyran-2-yl-5 [ 1 - 
(triphenyhnethyl)(l,2,4-triazol-3-yl)](lH-indazol-3-yl)}phenyl)acetamide was dissolved in 4 
mL of 4.0 N HC1 in 1,4-dioxane and the reaction was stirred at room temperature for 4 h. 
After neutralization with aqueous NaHC0 3 , the crude product was extracted in ethyl acetate 
25 and purified by preparative HPLC (0.0048 g, 5% yield over 2 steps): 'H NMR (CD 3 OD) 6 
8.80 (s, 1H), 8.43 (d, 1H), 8.11 (br s, 1H), 8.10 (d, 1H), 8.01 (s, 1H), 7.94 (d, 1H), 7.87 (d, 
1H), 7.72 (br d, 1H), 7.58 (t, 1H), 6.77 (dt, 1H); ES-MS (m/z) 399. 



30 



EXAMPLE 313 

N-[3-(5^1H-l,2,4-TRIAZ01>3-YL)(lH-INIDAZOI^3-YL))PHENYL]-2-OXO-2- 

PHENYLACETAMDDE 



35 
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A. 2-Oxo-N-G- { 1 -perhvdro-2H-Dvran-2-vl-5n -ftriphenvlmethvDf 1 «2.4-triazol-3- 
vni(lH-indazol-3~vl^>phenvlV2-phenvlacetamide 

To a solution of 2-oxo-2-phenylacetic acid (0.074 g, 0.498 mmol) in 2.0 mL 
of dichloromethane, was added l-(3-dimethylaminopropyl)-3-ethyl carbodiimide 

^hydrochloride (EDO) as a solid (0.098 g, 0.510 mmol). The solution was stirred at room 
temperature for 10 min before 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.150 g, 0.248 mmol), dissolved in 1 mL of 
dichloromethane was added. After 2 days at room temperature, the reaction was not 
complete. Another 2 equivalents of EDCI were added to the mixture, driving the reaction to 

^ completion within 12 hours. The reaction mixture was then partitioned between 

dichloromethane and water. The crude material that was obtained from evaporation of the 
extracts was not purified further. (Yield not calculated) ES-MS (m/z) 735 [M+H] + . 

B. N43-(5-aH-1.2.4-Triazol-3-^ 
phenvlacetamide 

2-Oxo-N-(3-{ 1 -perhydro-2H-pyran-2-yl-5 [ 1 -(triphenylmethyl)(l ,2,4-triazol- 
3-yl)](lH-indazol-3-yl)}phenyl)-2-phenylacetamide was dissolved in 4 mL of 4.0 N HC1 in 
1,4-dioxane and the reaction was stirred at room temperature for 4 h. After neutralization 
with aqueous NaHC0 3 , the crude product was extracted in ethyl acetate and purified by 
25 preparative HPLC (0.014 g, 14% yield over 2 steps): >H NMR (CD 3 OD) 8 8.80 (s, 1H), 
8.39 (t, 1H), 8.21 (m, 2H), 8.13 (d, 1H), 7.94 (dt, 1H), 7.89 (dt, 1H), 7.82-7.69 (m, 3H), 
7.64-7.57 (m, 3H); ES-MS (m/z) 409 [M+Hf. . 

EXAMPLE 314 

30 N-[3-(5-(lH-l,2,4-TRIAZOL^ 



35 
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5 




A. N-f 3- 1 1 -Perhvdro-2H-pvran-2-vl-5 f 1 -( triphenvlmethvlV 1 .2.4-triazol-3-vm- 1 H- 
inda2ol-3-vnphenvnpentanamide 

10 To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 

triazol-3-yl)]-lH-mdazol-3-yl}phenylamine (0.150 g, 0.248 mmol) in 2.5 mL of 
tetrahydrofuran was added pentanoyl chloride (0.060 g, 0.496 mmol), followed by triethyl 
amine (0.173 mL, 1.24 mmol). The reaction was stirred at room temperature for 2 hours. 
The reaction mixture was then partitioned between ethyl acetate and water. The crude 

*5 material that was obtained from evaporation of the extracts was not purified further. (Yield 
not calculated) ES-MS (m/z) 687 [M+H] + . 

B. N-r3-f5-riH-1.2.4-Triazol-3-vl¥lH-indazol-3-vmphenvnpentanamide 

N-(3- {1 -Perhydro-2H-pyran-2-yl-5[ 1 -(triphenylmethyl)(l ,2,4-triaz61-3-yl)]- 
20 lH-indazol-3-yl}phenyl)pentanamide was dissolved in 4 mL of 4.0 N HC1 in 1,4-dioxane and 
the reaction was stirred at room temperature for 4 h. After neutralization with aqueous 
NaHC0 3 , the crude product was extracted in ethyl acetate and purified by preparative HPLC 
(0.046 g, 51.5% yield over 2 steps): 'H NMR (CD 3 OD) 6 8.65 (t, 1H), 8.23 (br s, 1H), 8.07 
(t, 1H), 8.0 (dd, 1H), 7.66 (dd, 2H), 7.60 (dd, 1H), 7.41 (t, 1H), 2.34 (t, 2H), 1.63 (quintet, 
25 2H), 1.35 (sextet, 2H), 0.90 (t, 3H); ES-MS (m/z) 361 [M+H] + . 

EXAMPLE 315 

N-[3-(5-(lH-l ,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL]-4- 

PYRIDYLCARBOXAMIDE 

30 

H 



35 
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A. N-(3-(l-Perhvdro-2H-pvran-2-vl-5-ri-ftriphenvlmethvl¥1.2.4-tri azol-3-vni-lH- 

mdazol-3-vD)-4-pyridvlcarboxamide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 

5 triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.150 g, 0.248 mmol) in 2.5 mL of 
tetrahydrofuran was added pyridine-4-carbonyl chloride hydrochloride (0.088 g, 0.496 
mmol), followed by triethyl amine (0.173 mL, 1.24 mmol). The reaction was stirred at room 
temperature for 2 hours. The reaction mixture was then partitioned between ethyl acetate 
and water. The crude material that was obtained from evaporation of the extracts was not 

10 purified further. (Yield not calculated) ES-MS (m/z) 708 [M+H] + . 

B. N-r3-(5-nH-1.2.4-Triazol-3-vl¥lH-indazol 

N-(3- { 1 -Perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)( 1 ,2,4-triazol-3-yl)]- 
lH-inda2ol-3-yl)}-4-pyridylcarboxamide was dissolved in 4 mL of 4.0 N HC1 in 1,4-dioxane 
* 5 and the reaction was stirred at room temperature for 4 h. After neutralization with aqueous 
NaHCOj, the crude product was extracted in ethyl acetate and purified by preparative HPLC 
(0.007 g, 7.5% yield over 2 steps): l H NMR (CD 3 OD) 6 8.71 (br s, 1H), 8.68 (dt, 2H), 8.25 
(br s, 1H), 8.01 (br d, 1H), 7.89-7.83 (m, 3H), 7.77 (d, 1H), 7.62 (d, 1H), 7.50 (t, 1H); ES- 
MS (m/z) 382 [M+H] + . 

20 

EXAMPLE 316 

N-[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL]-2- 

CYCLOHEXYLACETAMEDE 

H 




30 

A. 2-Cvclohexvl-N-(3- 1 1 -perhvdro-2H-pvran-2-vl-5-r 1 -( triphenvlmethvlVl .2.4- 
triazol-3-vl)l(lH-indazol-3-vl^phenvnacetamide 

To a solution of 2-cyclohexylacetic acid (0.071 g, 0.498 mmol) in 2.0 mL of 
dichloromethane, was added l-(3-dimemylaminopropyl)-3-ethyl carbodiimide hydrochloride 
35 (EDO) as a solid (0.105 g, 0.548 mmol). The solution was stirred at room temperature for 

-299- 



1NSDOCID: <WO 0210137A2_L> 



WO 02/10137 PCT/US01/23890 

10 min before 3- { 1 -pcrhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4-triazol-3-yl)]-lH- 
indazol-3-yl}phenylamine (0.150 g, 0.248 mmol), dissolved in 1 mL of dichloromethane was 
added. The reaction was stirred at room temperature overnight. The reaction mixture was 
then partitioned between dichloromethane and water. (Yield not calculated) ES-MS (m/z) 
5 727[M+H]\ 

B. N-D-(5-( 1 H-1 .2.4-Triazol-3-vn(lH-indazol-3-vmphenvll-2-cvclohexvlacetamide 

2-Cyc»ohexyl-N-(3- {1 -perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)](l H-indazol-3-yl)}phenyl)acetamide was dissolved in 4 mL of 4.0 N HC1 in 1,4- 
1® dioxane and the reaction was stirred at room temperature overnight. After neutralization 
with aqueous Nal ICOj, the crude product was extracted in ethyl acetate and purified by 
preparative HPLC (0.034 g, 34% yield over 2 steps): J H NMR (CD 3 OD) 5 8.75 (s, 1H), 
8.38 (brs, 2H), 8.20 (s, 1H), 8.10 (d, 1H), 7.76 (td, 2H), 7.70 (d, 1H), 7.51 (t, 1B>2.30 (d, 
2H), 1 .90 (m, 1H), 1 .78 (m, 4H), 1 .3 (m, 4H), 1 .07 (m, 2H); ES-MS (m/z) 401 [M+H] + . 

15 

EXAMPLE 317 

N-[3-(5-( 1 H- 1 ,2,4-TRlAZOL-3-YL)( lH-INDAZOL-3-YL))PHENYL]-3-PROPANAMIDE 



H 



20 




25 A. N-(3- i 1 -Perhvdro-2H-pyran-2-vl-5-r 1 -ftriphenvlmethvlV 1 .2.4-triazol-3-vni( 1 H- 

indazol-3 - yl) } phenyl )-3-phen vlpropanamide 

To a solution of 3-(l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 

triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.150 g, 0.248 mmol) in 2.5 mL of 

tetrahydrofuran was added 3-phenyl propanoyl chloride (0.084 g, 0.498 mmol), followed by 
30 triethyl amine (0.173 mL, 1 .24 mmol). The reaction was stirred at room temperature for 2 

hours. The reaction mixture was then partitioned between ethyl acetate and water. (Yield not 

calculated) ES-MS (m/z) 735 [M+H] + . 

B. N-f3-( 5-( 1H- 1 .2.4-Triazol-3-vn(lH-indazol-3-vmr>henvn-3-propanamide 

35 
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N-(3- { 1 -Perhydro-2H-pyran-2-yl-5-[l -(triphenylmethyl)(l ,2,4-triazol-3- 
yl)](lH-indazol-3-yl)}phenyl)-3-phenylpropanamide was dissolved in 4 mL of 4.0 N HQ in 
1,4-dioxane and the reaction was stirred at room temperature overnight. After neutralization 
with aqueous NaHC0 3 , the crude product was extracted in ethyl acetate and purified by 
5 preparative HPLC (0.049 g, 48% yield over 2 steps): 'H NMR (CD 3 OD) 6 8.73 (s, 1H), 
8.40 (br s, 2H), 8.16 (s, 1H), 8.10 (d, 1H), 7.77-7.67 (m, 3H), 7.50 (t, 1H), 7.28 (d, 4H), 
7.18 (sextet, 1H); ES-MS (m/z) 409. 

EXAMPLE 318 

10 N-[3-(5-(lH-l^,4-TPOAZOI^3-YL)(lH-INDAZOL-3-YL))PHErm,]-2-(4- 

FLUOROPHENYL)ACETIC ACID 

H 



15 




A. 2-f4-FluorophenvlVN-(3- 1 1 -perhvdro-2H-Pvran-2-vl-5-r 1 -ftriph envlmethvlV 1 .2.4- 

20 tri azol- 3 - vr>1 f 1 H-indazol-3 -vf> > ohenvnacetamide 

To a solution of 2-(4-fluorophenyl)acetic acid (0.102 g, 0.66 mmol) in 3.0 
mL of dichloromethane, was added l-(3-dimethylaminopropyl)-3-ethyl carbodiimide 
hydrochloride (EDCI) as a solid (0. 140 g, 0.726 mmol). The solution was stirred a t room 
temperature for 10 min before 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 

25 triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.200 g, 0.330 mmol), dissolved in 2 mL of 
dichloromethane was added. The reaction was stirred at room temperature overnight. The 
reaction mixture was then partitioned between dichloromethane and water. (Yield not 
calculated) ES-MS (m/z) 739 [M+H] + . 



30 B N-r3-(5-flH-1.2.4-Triazol-3-vl > >flH-indazol-3-vmphe nvn-2-f4-fluorophenvl)acetic 
acid 

2-(4-Fluorophenyl)-N-(3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 - 
(triphenytaiethyl)(l,2,4-triazol-3-yl)](lH-indazol-3-yl)}phenyl)acetamide was dissolved in 4 
mL of 4.0 N HC1 in 1,4-dioxane and the reaction was stirred at room temperature overnight. 
35 After neutralization with aqueous NaHC0 3 , the crude product was extracted in ethyl acetate 
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and purified by preparative HPLC (0.065 g, 64% yield over 2 steps): ! H NMR (CD 3 OD) 6 
8.72 (s, 1H), 8.35 (br s, 1H), 8.17 (t, 1H), 8.10 (dd, 1H), 7.75 (m, 2H), 7.68 (d, 1H), 7.42- 
7.38 (m, 2H), 7.73 (s, 2H); ES-MS (m/z) 413. 

5 EXAMPLE 319 

N-[3-(5KlH-l ,2,4-TRIAZO^ 

2-PHENYLACETAMIDE 



10 




15 A. (lR^N-P- { 1 -Perhvdro-2H-pvran-2-vl-5-r 1 -(triphenvlmethvlV 1 .2,4-triazol-3- 
vn]flH-indazol-3-vl))phenvl > )carbamovl")phenvlmethvl acetate 

To a solution of (R)-2-acetoxy-2-phenylacetic acid (0.097 g, 0.498 mmol) in 
2.0 mL of dichloromethane, was added l-(3^imethylaminopropyl)-3-ethyl carbodiimide 
hydrochloride (EDCI) as a solid (0.100 g, 0.520 mmol). The solution was stirred at room 

2^ temperature for 10 min before 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.150 g, 0.248 mmol), dissolved in 1 mL of 
dichloromethane, was added. The reaction was stirred at room temperature for 2 hours. The 
reaction mixture was then partitioned between dichloromethane and water. (Yield not 
calculated) ES-MS (m/z) 779 [M+H] + . 

25 

B. N43-f5-(lH-1.2.4-Triazol-3^ 
phenvlacetamide 

(1 R)[N-(3- { 1 -Perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)(l,2,4-triazol-3- 
yl)](lH-indazol-3-yl)}phenyl)carbamoyl]phenylmethyl acetate was dissolved in 4 mL of 4.0 

^0 N HC1 in 1 ,4-dioxane and the reaction was stirred at room temperature overnight. 
Monitoring of the reaction showed that the alcohol functionality had been partially 
deprotected under these conditions. After neutralization with aqueous NaHC0 3 after 48 
hours, the crude product was extracted in ethyl acetate. The residue was then dissolved in 2 
mL of MeOH and the solution was treated with 0.5 mL of aqueous saturated K 2 C0 3 

^5 solution. After 2 hours at room temperature, deprotection was complete. The reaction 
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mixture was neutralized and the crude product extracted with ethyl acetate and purified by 
preparative HPLC (0.036 g, 35% yield over 3 steps): 'H NMR (CD 3 OD) 6 8.74, 8.55 (s, 
1H), 8.22 (br s, 1 H). 8. 10 (br s, 2H), 7.78 (dt, 2H), 7.68 (br s, 1H), 7.58 (d, 2H), 7.51 (t, 
1H), 7.382-7.30 (m, 3H), 5.21 (s, 1H); ES-MS (m/z) 411 [M+H] + . 

* 

EXAMPLE 320 
N-[3-(5-(lH-l,2,4-TIUAZOL-3-YL)(lH^^ 

2-PHENYLACETAMIDE . 



10 




1 5 Example 320 was prepared according to the procedure described for Example 319 

using (2S)-2-acetyloxy-2-phenyl acetic acid (0.021 g, 20% yield over 3 steps): »H NMR 
(CD 3 OD) 6 8.74, 8.55 (s, 1H), 8.22 (br s, 1H), 8.10 (br s, 2H), 7.78 (dt, 2H), 7.68 (br s, 
1H), 7.58 (d, 2H), 7.5 1 (t, 1H), 7.382-7.30 (m, 3H), 5.21 (s, 1H); ES-MS (m/z) 41 1 
[M+H] + . 

20 

EXAMPLE 321 

(2-{3-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)](lH-l,2,4-TRIAZOL-5- 

YL) } ETHYL)DIMETHYLAMINE 

25 



H 3 C-N 

30 CH 3 




A. N-Aimno-3-(dimethvlamino)propanamide 

To a solution of methyl 3-(dimethylarnino)propanoate (1.0 g, 7.62 mmol) in 1 
mL of anhydrous ethanol was added anhydrous hydrazine (0.370 mL, 7.62 mmbl). The 
solution was heated to reflux temperature overnight. The solvent was then removed under 
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reduced pressure, (quantitative yield): 'H NMR (CDC1 3 ) 6 9.49 (br s, 1H), 3.88 (br s, 2H), 
2.53-2.52 (m, 2H), 2.44-2.36 (m, 2H), 2.24 (s, 6H); ES-MS (m/z) 132 [M+H] + . 

B. Ethoxvr3-(4-fluorophenvl¥lH-indazol-5-vnimethaiiiinine hydrochloride 

5 A solution of 3-(4-fluorophenyl)-lH-indazole-5-carbonitrile (0.500 g, 2.10 

mmol) in 25 mL of ethanol was cooled to 0°C. HC1 gas was bubbled through the solution 
for 1 5 min. The resulting suspension was stirred at room temperature for 24 hours. When 
completion of the reaction was reached, the solvent was removed under reduced pressure. 
ES-MS (m/z) 284 [M+H] + . 

10 

C. a-(3-r3-(4-FluorophenvlYlH-m^ 

A 0.148 M solution of sodium ethoxide in ethanol was prepared by dissolving 
0.155 g of sodium in 32.25 mL of anhydrous ethanol. A solution of ethoxy[3-(4- - 
fluorophenyl)(lH-indazol-5-yl)]methanimine (0.200 g, 0.62 mmol) under nitrogen inNaOEt 

15 in ethanol (12.5 mL) was prepared. An excess of N-amino-3-(dimethylamino)propanamide 
(0.163 g, 1.24 mmol) was added, dissolved in 1 mL of ethanol. After 2 hours at reflux 
temperature, a mixture of 3-(4-fluorophenyl)-lH-indazole-5-carbonitrile and product was 
observed. No further conversion was obtained after addition of excess base and imidate. The 
reaction was worked up by partitioning the crude between water and ethyl acetate. The 

20 extracts were purified by preparatory HPLC (0.010 g, 4.6% yield): J H NMR (CD 3 OD) 6 
8.69 (s, 1H), 8.08-8.02 (m, 3H), 7.69 (d, 1H), 7.30 (t, 2H), 4.90 (t, 2H), 3.18 (t, 2H), 2.73 
(s, 6H); ES-MS (m/z) 351 [M+H] + . 

EXAMPLE 322 

25 3_[3_( 4 _FLUOROPHENYL) 

TRIAZOLE 

H 



30 




35 A. N-Amino-2-piperidvlacetamide 
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To a solution of methyl 2-piperidylacetate (1 .082 mL, 5.84 mmol) in 1 mL of 
anhydrous ethanol was added anhydrous hydrazine (0.283 mL, 5.84 mmol). The solution 
was heated to reflux temperature overnight. The solvent was then removed under reduced 
pressure and the product was isolated as a gummy white solid in a quantitative yield and was 
5 used without further purification: ES-MS (m/z) 158 [M+H] + . 

B. 3-r3-(4-Fluorophenvl¥m-mdazol^^ 

A suspension of ethoxy[3-(4-fluorophenyl)(lH-indazol-5-yl)]methanimine 
hydrochloride (0.250 g, 0.78 mmol) in 10 mL of anhydrous ethanol was prepared and cooled 

10 to 0°C. A freshly prepared solution of NaOEt in ethanol (1.17 mL, 1.0 M) was added 

followed by 2 equivalents of N-amino-2-piperidylacetamide (0.245 g, 1.56 mmol) as a solid. 
The reaction mixture was heated to reflux temperature overnight. No further conversion was 
observed upon addition of excess N-amino-2-piperidylacetamide and sodium ethoxide. The 
reaction was quenched by addition of water and the crude product was extracted with ethyl 

15 acetate. The residue was purified by preparative HPLC (0.047 g, 16% yield): J H NMR 
(CD 3 OD) 6 8.71 (d, 1H), 8.11-8.02 (m, 3H), 7.67 (d, 1H), 7.29 (t, 2H), 3.73 (s, 2H), 2.56 
(m, 4H), 1.65 (m, 4H), 1.48 (m, 2H); ES-MS (m/z) 377 [M+H] + . 

EXAMPLE 323 

20 DIETHYL( {3-[3-(4-FLUOROPHENYL)( lH^INDAZOL-5-YL)](lH- 1 ,2,4-TRIAZOL-5- 

YL) } METHYL) AMINE 



25 




JV A. N-Amino-2-(diethvlamino)acetamide 

To a solution of methyl 2-(diethylamino)acetate (4.167 mL, 27.55 mmol) in 4 
mL of anhydrous ethanol was added anhydrous hydrazine (1.336 mL, 27.55 mmol). The 
solution was heated to reflux temperature overnight. The solvent was then removed under 
reduced pressure and the product was isolated as an oil in a quantitative yield and was used 



35 
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without further purification: )H NMR (CDC1 3 ) 6 8.3 (br s, 1H), 3.83 (br s, 2H), 3.08 (s, 2H), 
2.51 (q, 4H), 1 .00 (t, 6H); ES-MS (m/z) 146 [M+H] + . 

B. DiethvlflS-rS-^-fluorophenvnflH-indazol-S-vltKlH-l^^-triazol-S- 

~* vDlmethvDamine 

A suspension of ethoxy[3-(4-fluorophenyl)(lH-indazol-5-yl)]methanimine 

hydrochloride (0.400 g, 1.25 mmol) in 4 mL of anhydrous ethanol was prepared and cooled 
to 0°C. An excess of a commercial solution of sodium methoxide in methanol (0.858 mL, 
4.37 M)) was added followed by 3 equivalents of N-amino-2-(diethylamino)acetamide 

10 (0.545 g, 3.75 mmol) as a solid. The reaction mixture was heated to reflux temperature in a 
sealed tube for 2 days. The reaction was then quenched with water, the pH adjusted to 
neutral and the crude product extracted with ethyl acetate. The residue was purified by 
preparative HPLC (0.052 g, 1 1% yield): >H NMR (CD 3 OD) 6 8.70 (s, 1H), 8.1 1-8*02 (m, 
3H), 7.67 (d, 1H), 7.29 (td, 2H), 3.8 (s, 1H), 2.68 (q, 4H), 1.15 (t, 3H); ES-MS (m/z) 365 

15 [M+H] + . . 

EXAMPLE 324 

4-({3-[3-(4-FLUOROPHENYL)(lH-DvTOAZOL-5-YL)]-lH-l,2,4-TRIAZOL-5- 

YL}METHYL)MORPHOLINE 
20 H 



25 




A. N-Amino-2-morpholin-4-vlacetamide 

To a solution of methyl 2-morpholin-4-ylacetate (1.0 g, 6.28 mmol) in 1 mL 
3 0 of anhydrous ethanol was added anhydrous hydrazine (0.305 mL, 6.28 mmol). The solution 
was heated to reflux temperature overnight. The solvent was then removed under reduced 
pressure and the product was isolated as a solid in a quantitative yield and was used without 
further purification: 'H NMR (CDC1 3 ) 68.1 1 (br s, 1H), 3.87 (br s, 2H), 3.71 (t, 4H), 3.09 
(s, 6H), 2.53 (t, 4H); ES-MS (m/z) 1 60 [M+H] + . 

35 
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B. 4-((343~f4~FluorophenvlVlH^indazol-5-vni>lH-1-2.4>triazol-5- 
vl 1 methvDmorpholine 

A suspension of ethoxy[3-(4-fluorophenyl)(lH-indazol-5-yl)]methaiiimin^ 
hydrochloride (0.300 g, 0.94 mmol) in 4 mL of anhydrous ethanol was prepared and cooled 
^ to 0°C. An excess of a freshly prepared solution of sodium methoxide in methanol (1.41 mL, 
2.0 M)) was added followed by 3 equivalents of N-ainino-2-morpholin-4-ylacetainide (0.449 
g, 2.82 mmol) as a solid. The reaction mixture was heated to reflux temperature in a sealed 
tube for 2 days. The reaction was then quenched with water, the pH adjusted to neutral and 
the crude product extracted with ethyl acetate. The components of the crude mixture were 
10 separated by preparative HPLC (title compound: 0.017 g, 5% yield): ] H NMR (CD 3 OD) 5 
8.71 (d, 1H), 8.08-8.03 (m, 3H), 7.68 (d, 1H), 7.3 (t, 2H), 3.73 (m, 6H), 2.59 (m, 4H); ES- 
MS (m/z) 379 [M+H] + . 

EXAMPLE 325 

15 4 _( {5-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]-l,3,4-OXADIAZOL-2- 

YL} METHYL)MORPHOLENE 



20 




25 The title compound was isolated during the purification of Example 324 (0.053 g, 

14.8% yield): 'H NMR (CD 3 OD) 8 8.68 (d, 1H), 8.13-8.03 (m, 3H), 7.79 (d, 1H), 7.35 (t, 
2H), 3.71 (s, 4H), 3.69 (t, 4H), 2.62 (t, 4H); ES-MS (m/z) 380 [M+H] + . 

EXAMPLE 326 

30 l-({3-[3-(4-FLUOROPHENYL)-lH-INDAZOI>-5-YL]-lH-l,2,4-TRIAZOL-5- 

YL}METHYL)PYRROLIDINE-2-ONE 



35 
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H 



5 




A. N-Amino-2-f 2-oxop vrrolidinvnacetamide 

To a solution of methyl 2-(2-oxopyrrolidinyl)acetate (0.884 mL, 636 mmol) 
10 in 1 mL of anhydrous ethanol was added anhydrous hydrazine (0.308 mL, 6.36 mmol). The 
solution was heated to reflux temperature overnight. The solvent was then removed under 
reduced pressure and the product was isolated as a solid in a quantitative yield and was used 
without further purification: 'H NMR (CDC1 3 ) 6 8.17 (br s, 1H), 3.94 (s, 2H), 3.5S(t, 2H), 
2.43 (t, 2H), 2.10 (quintet, 2H); ES-MS (m/z) 158 [M+H] + . 

15 

B. l-a343>(4>FluoroohenvlVlH-indazol-5-vlVlH-L2.4~triazol-5- 

vUmethvDpyirolidme-2-one 

A suspension of ethoxy[3-(4-fluorophenyl)(lH-indazol-5-yl)]methanimine 
hydrochloride (0.300 g, 0.94 mmol) and N-amino-2-(2-oxopyrrolidinyl)acetamide (0.442 g, 

20 2.81 mmol) in 4 mL of anhydrous methanol was prepared. An excess of a commercial 

solution of sodium methoxide in methanol (0.643 mL, 4.37 M) was added. Upon adding the 
basic solution, the reaction mixture became clear then cloudy. After an hour, the 
temperature was raised to reflux temperature and was maintained for 48 hours. The reaction 
was then quenched with water, the pH adjusted to neutral and the crude product extracted 

25 with ethyl acetate. The title compound was purified by preparative HPLC (0.1 1 8 g, 34% 
yield): 'H NMR (CD 3 OD) 6 8.68 (s, 1H), 8.07-8.02 (m, 3H), 7.68 (d, 1H), 7.29 (t, 2H), 
4.66 (s, 2H), 3.53 (t, 2H), 2.47 (t, 2H), 2.10 (quintet, 2H); ES-MS (m/z) 377 [M+H] + . 

EXAMPLE 327 
30 ({3-[3-(4-FLUOROPHENYL)(lH-^ 

YL) } METHYL)METHYL AMINE 

35 
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A. N-Amino^-fmethvlamino^acetaniide 

To a suspension of methyl 2-(methylamino)acetate hydrochloride (2.0 g, 
14.33 mmol) in 10 mL of anhydrous ethanol was added an excess of potassium carbonate 

10 (0.300 g). After 30 min at room temperature, the solution was filtered and transferred to a 
sealed tube. Anhydrous hydrazine was added (0.695 mL, 14.33 mmol) and the solution was 
heated to reflux temperature overnight. The solvent was removed under reduced pressure. 
The product was isolated as an oil and was used without further purification: *H NMR 
(CDC1 3 ) 6 8.1 (br s, 1H), 2.8 (br s, 2H), 2.87 (s, 2H), 1.76 (s, 3H); ES-MS (m/z) 104 

15 [M+H]\ 



B. ((3-r3-(4>Fluorophenvn(lH-indazol-5-vni(lH-1.2,4-triazol>5> 
vD \ methvDmethvlamine 

A suspension of ethoxy[3-(4-fluorophenyl)(lH-indazol-5-yl)]methanimine 

20 hydrochloride (0.300 g, 0.94 mmol) and N-amino-2-(methylamino)acetamide (0.290 g, 2.81 
mmol) in 4 mL of anhydrous methanol was prepared. An excess of a commercial solution of 
sodium methoxide in methanol (0.643 mL, 4.37 M) was added. After an hour, the 
temperature was raised to reflux and was maintained for 48 hours although no further 
conversion was observed after 24 hours. The reaction was then quenched with water, the pH 

25 adjusted to neutral and the crude product extracted with ethyl acetate. The title compound 
was purified by preparative HPLC (0.034g, 11% yield): J H NMR (CD 3 OD) 6 8.71 (s, 1H), 
8.1 1-8.03 (m, 3H), 7.69 (d, 1H), 7.3 (t, 2H), 3.95 (s, 2H), 2.49 (s, 3H); ES-MS (m/z) 323 
[M+H] + . 

30 EXAMPLE 328 

( {3-[3<4-FLUOROPHENYL)(lH-INDAZOL-5-YL)](lH-l ,2,4-TRIAZOL-5-YL)} 

ETHYL)DIMETHYLAMINE 



35 
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A. N-Amino-2-f dimethvlamino'toropanamide 

1° Two equivalents of a 2.0 N commercial solution of dimethylamine in THF 

(36.0 mL, 35.91 mmol) were added to methyl 2-bromopropanoate (2.672 mL, 23.94 mmol), 
followed by one equivalent of potassium carbonate (5.0 g, 36.1 mmol). The heterogeneous 
mixture was stirred at room temperature overnight. The solution was filtered and transferred 
into a sealed tube. Anhydrous hydrazine was added (1.161 mL, 23.94 mmol). The reaction 

1^ mixture was heated to reflux temperature overnight. The white precipitate that formed was 
filtered and the solution was concentrated. The title compound was used without further 
purification: >H NMR (DMSO d 6 ) 6 8.91 (br s, 1H), 3.56 (br s, 2H), 2.89 (q, 1H), 2.15 (s, 
6H), 1 .06 (d, 3H); ES-MS (m/z) 132 [M+H] + . 

20 B. ({3-[3-(4-Fluorophenvm 
ethvlMimethvlamine 

To a suspension of ethoxy[3-(4-fluorophenyl)(lH-indazol-5-yl)]methanimine 

hydrochloride (0.400 g, 1.25 mmol) in 3 mL of anhydrous methanol was added 3.5 
equivalents of N-amino-2-(dimethylamino)propanamide (0.575 g, 4.38 mmol) in 2 mL of 

25 anhydrous methanol followed by 3.5 equivalents of commercial solution of sodium 
methoxide in methanol (1.0 mL, 4.37 M). After an hour, the temperature was raised to 
reflux temperature and was maintained for 48 hours although no further conversion was 
observed after 24 hours. The reaction was then quenched with water, the pH adjusted to 
neutral and the crude product extracted with ethyl acetate. The title compound was purified 

30 by preparative HPLC (0.036 g, 8% yield): l H NMR (CD 3 OD) 6 8.71 (s, 1H), 8.12-8.03 (m, 
3H), 7.68 (d, 1H), 7.29 (t, 2H), 3.93 (q, 2H), 2.32 (s, 6H), 1.55 (d, 3H); ES-MS (m/z) 351 
[M+H] + . 

EXAMPLE 329 

35 
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(2R)-N-[3-(5- { 5 - [ (DIMETHYLAMINO)METHYL] ( 1 H- 1 ,2,4-TRIAZOL-3- YL) } ( 1H- 
IND AZOL-3 - YL))PHENYL] -2-HYDROXY-2-PHENYLACET AMIDE 




10 

A. aRWN-r3-(5-Cvano-l-perhvdro-2^^ 
vl^phenvllcarbamovUpheiivlmethvl acetate 

To a solution of R-2-acetoxy propionic acid (1.22 g, 6.28 mmol) in- 
dichloromethane was added l-(3-dimethylaminopropyl)-3-ethyl carbodiimide hydrochloride 

i s 

AJ (EDCI) (1.26 g, 6.59 mmol). The solution was stirred at room temperature for 10 min before 
3-(3-aminophenyl)-l-perhydro-2H-pyran-2^ (1.0 g, 3.14 mmol) 

was added as a solid. The reaction was maintained at room temperature overnight. The crude 
was partitioned between water and dichloromethane. The organic extracts were purified by 
column chromatography (30-35% ethyl acetate in hexanes) (l.Og, 64% yield): *H NMR 

20 (CDC1 3 ) 6 8.36 (s, 1H), 8.04 (s, 1H), 7.97 (s, 1H), 7.71-7.26 (m, 1H), 6.24 (s, 1H), 5.78 (d, 
1H), 4.06 (d, 1H), 3.78 (m, 1H), 2.59 (m, 1H), 2.28-2.1 (m, 4H), 1.78-1.62 (m, 6H); ES- 
MS (m/z) 495 [M+H] + . 

B. (2RVN-l3-r5-(Ethoxviminomethvl)(lH-indazol-3-vniphenvl>-2-hvdroxv-2- 
25 nhenvlacetamide hydrochloride 

A solution of (lR)-{N-[3-(5-cyano-l-perhydro-2H-pyran-2-yl(lH-indazol-3- 
yl))phenyl]carbamoyl}phenylmethyl acetate (1.0 g, 2.02 mmol) in 20 mL of ethanol was 
cooled to 0°C before HC1 gas was bubbled through it for 10 min. The reaction mixture was 
then stirred at room temperature overnight, resulting in deprotection of the hydroxy 
Jyj substituent as well as formation of the imidate. Ethanol was removed under reduced pressure 
and the residue was triturated in diethyl ether. The titled product was collected by filtration 
and isolated as a fine yellow solid that was dried in a vacuum oven for 2 hours (0.860 g, 94% 
yield): ES-MS (m/z) 415 [M+H] + . 

35 
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C. (2RVN-r 3-(5- j 5-f f Dimethvlamino)methvn(lH>l .2.4-triazol-3-vm( lH-indazol-3- 
vl))phenvll -2-h yd ro \ v- 2 -phcn vl acetamide 

To a suspension of (2R)-N- {3-[5-(ethoxyiininomethyl)(lH-indazol-3- 
yl)]phenyl}-2-hydroxy-2-phenylacetamide hydrochloride (0.500 g, 1.1 1 mmol) in methanol 
5 (10 mL) were added 3 equivalents of N-amino-2-(dimethylamino)acetamide (0.390 g, 333 
mmol) and 2.5 equivalents of sodium methoxide in methanol (0.635 mL, 4.3 M). After 
stirring at room temperature for 1 h, the reaction mixture was heated to 95 °C for 48 hours. 
The reaction was then quenched with water, the pH adjusted to neutral and the crude 
product extracted with ethyl acetate. The title compound was purified by preparative HPLC 
10 (0.050g, 9% yield): 'H NMR (CD 3 OD) 6 8.72 (s, 1H), 8.23 (s, 1H), 8.08 (d, 1H), 7.89 (d, 
2H), 7.68 (d, 1H), 7.58 (d, 2H), 7.51 (t, 1H), 7.40-7.32 (m, 3H), 5.21 (s, 1H), 3.71 (s, 2H), 
2.37 (s, 6H); ES-MS (m/z) 468 [M+H] + . 

EXAMPLE 330 

15 N-[3-(5-{5-[(DIMETHYLA 

IND AZOL-3 - YL))PHENYL] -3 ,3 -DIMETHYLBUTAN AMIDE 



20 




A. N-r3-(5-Cvano- 1 -perhvdro^H-nvran^-vKlH-indazol^-vl^phenvlVSJ- 
dimethvlbutanamide 

25 The title compound was prepared from 3-(3-aminophenyl)-l-perhydro-2H- 

pyran-2-yl-lH-indazole-5-carbonitrile (0.700 g, 2.2 mmol), and 3,3-dimethylbutanoyl 
chloride (0.458 mL, 3.3 mmol) in 22 mL of tetrahydrofuran at room temperature for 12 
hours. The product was isolated as an off-white solid after column chromatography (35% 
ethyl acetate in hexanes) (0.600 g, 65% yield): ! H NMR (CDC1 3 ) 6 8.38 (s, 1H), 7.98 (br s, 

30 1H), 7.74-7.72 (m, 2H), 7.64-7.59 (m, 2H), 7.5-7.45 (m, 1H), 5.8 (d, 1H), 4.05 (m, 1H), 
3.77 (m, 1H), 2.60 (m, 1H), 2.28 (s, 2H), 2.05 (m, 2H), 1.74 (m, 3H), 1.62 (br, s, 2H), 1.13 
(s, 9H); ES-MS (m/z) 3 1 9 [M+Hf. 

B. N-{3-r5-ffithox\dminomethvlV^ 
35 hydrochloride 
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The title compound was prepared according to the procedure described in 
Example 329 B using N-[3-(5-cyano-l-perhydro-2H-pyran-2-yl(lH-indazol-3-yl))phenyl]- 
3,3-dimethylbutanamide (0.800g, 1 .92 mmol) in 50 mL of ethanol. The title compound was 
isolated after trituration in diethyl ether as a pale yellow solid (0.810g, quantitative yield); 
5 ES-MS (m/z) 379 [M+H] + . 

C. N-r3-(5-(5-r03imethvlainmo^memvn(lH-L2.4-triazol-3-vinfm-mdazol-3- 
vlV)phenvl1-3.3-dimethvlbntanamide 

The title compound was prepared according to the procedure described in 

0 Example 329 C using N-{3-[5^emoxyiminomethyl)(lH-indazol-3-yl)]phenyl}-3,3- 
dimethylbutanamide hydrochloride (0.360 g, 0.87 mmol), N-amino-2- 
(dimemylamino)acetamide (0.304 g, 2.60 mmol) and sodium methoxide in methanol (0.398 
mL, 4.37 M). The title compound was isolated after purification by preparative HBLC 
(0.093g, 25% yield): >H NMR (CD 3 OD) 6 8.72 (s, 1H), 8.16 (t, 1H), 8.08 (dt, 1H), 7.75 

5 (dt, 2H), 7.66 (d, 1H), 7.50 (t, 1H), 3.71 (s, 2H), 2.37 (s, 6H), 2.30 (s, 2H), 1.12 (s, 9H); 
ES-MS (m/z) 432 [M+H] + . 



EXAMPLE 331 
3-[3-(4-FLUOROPHENYL)(lH-I>TOAZOI^ 
20 1,2,4-TRIAZOLE 



nJC 


H 








NH 





HN 

c 

A. N-Aminopvrrolidin-2'Vlcarboxamide 

To a solution of methyl pyrrolidine-2-carboxylate hydrochloride (1.5 g, 
mmol) was added potassium carbonate (1.0 g). After stirring at room temperature for 1 h, 

OA 

the free base was isolated by filtration and reacted with one equivalent of hydrazine at reflux 
temperature overnight. The resulting hydrazide was isolated after removal of the solvent 
under reduced pressure as a pale yellow oil and was used without further purification: *H 
NMR (DMSO d 6 ) 6 3.57 (dd, 1H), 2.94-2.79 (m, 2H), 2.01-1.88 (m, 1H), 1.70-1.59 (m, 
3H); ES-MS (m/z) 130 [M+H] + . 
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B. 3-[3-( 4-Fluorophenvn( 1 H-indazol-5-vm -5-( pvrrolidinvlmethv l V 1 H- 1 .2.4-triazole 

A suspension of ethoxy[3-(4-fluorophenyl)(lH-indazol-5-yl)]methanimine 
hydrochloride (0.500 g, 1.56 mmol) and N-aminopyrrolidin-2-ylcarboxamide (0.606 g, 4.69 
mmol) in 4 mL of anhydrous methanol was prepared. An excess of a commercial solution of 
5 sodium methoxide in methanol (0.727 mL, 4.37 M) was added. After 2 h, the temperature 
was raised to reflux and was maintained for 48 hours. The analysis of the mixture showed 
the formation of the corresponding oxodiazole occurring as a side reaction. The reaction was 
then quenched with water, the pH adjusted to neutral and the crude product extracted with 
ethyl acetate. The title compound was purified by preparative HPLC (0.030 g, 5% yield): *H 
10 NMR (CD 3 OD) 6 8.69 (t, 1H), 8.10-8.02 (m, 3H), 7.68 (d, 1H), 7.05 (t, 2H), 4.52 (t, 1H), 
3.17 (m, 2H), 2.39-1.99 (m, 4H), 2.37 (s, 6H), 2.30 (s, 2H), 1.12 (s, 9H); ES-MS (m/z) 349 
[M+H] + . 

EXAMPLE 332 

15 N-[3-(5-{5-[(DIMETHYIAM^ 

INDAZOL-3-YL))PHENYL]-3-]VffiTHYLBUTANAMIDE 



20 




A. N-r3-(5-Gvano-l-perhvdro-2H-p\Tan-2-vlflH-indazol-3-vmphenvl1-33- 
25 dimethvlbutanamide 

The title compound was prepared according to the procedure described in 
Example 330 A, using 3-(3-aminophenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
carbonitrile (LOg, 3.0 mmol), and 3,3-dimethylbutanoyl chloride (0.550 mL, 4.5 mmol) in 30 
mL of tetrahydrofuran. The product was isolated as an off-white solid after column 
30 chromatography (35% ethyl acetate in hexanes) (0.720g, 60% yied); ES-MS (m/z) 403 
[M+H] + . 

B. N-l3-r5-(Ethoxviminomethvl)flH-indazoi-3-vl)1phenvU-3-methvlbutanamide 
hydrochloride 

35 

-314- 



NSDOCID: <WO O210137A2_L> 



WO 02/101 J7 PCT/US01/23890 



The title compound was prepared according to the procedure described in 
Example 329 B using N-[3-(5-cyano-l-perhydro-2H-pyran-2-yl(lH-indazol-3-yl))phenyl]- 
3,3-dimethylbutanamide (0.720 g, 1.79 mmol) in 50 mL of ethanol. The title compound was 
isolated after trituration in diethyl ether as a pale yellow solid (0.7 lOg, quantitative yield); 
5 ES-MS (m/z) 365 [M+H] + . 

C. N-f3-(5- ( 5-f (Dimethvlamino^methvlK 1H-1 ,2,4-triazol-3-vnUlH-inda2ol^3^ 
ylV)phenvl1-3-methvlhutanamide 

The title compound was prepared according to example Example 329 C using 
N- {3-[5-(ethoxyiminomethyl)(lH-indazol-3-yl)]phenyl}-3-methylbutanainide hydrochloride 
(0.400 g, 0.997 mmol), N-amino-2~(dimethylamino)acetamide (0.350 g, 2.99 mmol) and 
sodium methoxide in methanol (0.348 mL, 4.37 M). The title compound was isolated after 
purification by preparative HPLC (0.074 g, 1 8% yield): 'H NMR (CD 3 OD) 8 8.73* (s, 1H), 
8.19 (s, 1H), 8.08 (d, 1H), 7.75 (t, 2H), 7.69 (d, 1H), 7.51 (t, 1H), 3.81 (s, 2H), 2.45 (s, 
15 6H), 2.3 (d, 2H), 2.21 (m, 1H), 1.04 (d, 6H); ES-MS (m/z) 418 [M+H] + . 

EXAMPLE 333 
N-[3^5- {5-[(DIMETHYIJUV[INO)MEra 

MDAZOL-3-YL))PHENYL]-3-PYRIDYLCARBOXAMIDE 

20 



25 , N ~CH 3 

H 3 C 




A. N-r3-f5-Cvano-l-Derhvdro-2H-pvran-2-vl(lH-indazoI-3-vmphenvn-3- 
methylbutanamide 

The title compound was prepared according to the procedure described in 
Example 330 A, using 3-(3-ammophenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
carbonitrile (1.0 g, 3.0 mmol), and pyridine-3-carbonyl chloride (1.07 g, 6.0 mmol) in 30 mL 
of tetrahydrofuran and 1 mL of dimethyl formamide. The product was isolated as an off- 
white solid after column chromatography (2.5-5% methanol in dichloromethane) (0.600 g, 
47% yield):); ES-MS (m/z) 424 [M+H] + . 
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B. N-(345-fEthoxviminomethvDflH-in^ 
hydrochloride 

The title compound was prepared according to the procedure described in 
Example 329 B using N-[3-(5-cyano-l-perhydro-2H-pyran-2-yl(lH-indazol-3-yl))phenyl]-3- 
^ methylbutanamide (0.860 g, 2.00 mmol) in 50 mL of ethanol but completion of the reaction 
required re-saturation of the solution 3 times and an overall reaction time of one week. The 
title compound was isolated after trituration in diethyl ether as a pale yellow solid (0.920 g, 
quantitative yield); ES-MS (m/z) 386 [M+H] + . 

10 C. N43-(5-l5-rfDimethvlammotoe^ 
vlV)phenvlV3-pvridvlcarboxamide 

The title compound was prepared according to example Example 329 C using 
N- {3-[5-(ethoxyimmometh^ 

(0.400 g, 0.873 mmol), N-amino-2-(dimethylamino)acetamide (0.306 g, 2.62 mmol) and 
1^ sodium methoxide in methanol (0.609 mL, 4.37 M). The title compound was isolated after 
purification by preparative HPLC (0.037g, 10% yield): ! H NMR (CD 3 OD) 6 9.16 (dd, 1H), 
8.79 (d, 1H), 8.75 (dd, 1H), 8.43 (dt, 1H), 8.39 (s, 1H), 8.09 (dd, 1H), 7.89-7.83 (m, 2H), 
7.72 (d, 1H), 7.65-7.56 (m, 2H), 4.06 (br s, 2H), 2.61 (br s, 6H); ES-MS (m/z) 439 [M+H] + . 



20 



EXAMPLE 334 

SYNTHESIS OF 3-[3-(2-PHENYLACETYLAMINO)PHENYL]-lH- 

INDAZOLE-5-CARBOXAMIDE 



25 




Following Example 290, reaction of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2-yl- 
30 lH-indazole-5-carboxamide (250 mg, 0.74 mmol) with phenylacetic acid (0.15 g, 0.89 
mmol) and EDCI (0.21 g, 1 .1 1 mmol) furnished 32 mg (12% yield) of the title compound as 
a white solid. ] H NMR (DMSOrf,) 8 13.2 (br s, 1H), 10.4 (s, 1H), 8.6 (s, 1H), 8.2 (bs, 1H), 

8.1 (m, 1H), 7.9 (dd, 1H), 7.8-7.5 (m, 2H), 7.6 (dd, 1H), 7.5 (t, 1H), 7.4-7.3 (m, 3H), 7.3- 

7.2 (m, 1H), 3.7 (s, 2H); ES-MS (m/z) 371 [M+H] + . 
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EXAMPLE rts 

SYNTHESIS OF 3-{3-[2-(4-METHOXYPHENYL)ACETYLAMINO]PHENYL}-lH- 

INDAZOLE-5-CARBOXAMIDE 




10 



15 



Following Example 290, the reaction of 3-(3-ammophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (250 mg, 0.74 mmol) with 4-methoxyphenylacetic acid (0.15 
g, 0.89 mmol) and EDCI (0.21 g, 1.1 1 mmol) furnished 27 mg (11% yield) of the title 
compound. *H NMR (DMSOd 6 ) 5 13.2 (br s, 1H), 10.3 (s, 1H), 8.6 (s, 1H), 8.2 (s, 1H), 8.1 
(bs, 1H), 7.9 (d, 1H), 7.7 (m, 2H), 7.6 (d, 1H), 7.5 (t, 1H), 7.4 - 7.1 (m, 2H), 6.9 (d, 1H), 
3.7 (s, 3H), 3.6 (s, 2H); ES-MS (m/z) 401 [M+H] + . 

EXAMPLE 336 
SYNTHESIS OF 3-{3-[2K2-METHYL-l,3-THIAZOL-5- 
YL)ACETYLAiVHNO]PHENYL} - 1 H-IND AZOLE-5-CARBOXAMIDE 



20 




Following Example 290, the reaction of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (250 mg, 0.74 mmol) with 2-(2-methyl-l,3-thiazol-4-yl)acetic 
acid (0.14 g, 0.89 mmol) and EDCI (0.21 g, 1.11 mmol) furnished 32 mg (1 1% yield) of 
the title compound. 'H NMR (DMSOrf tf ) 6 13.2 (br s, 1H), 10.4 (s, 1H), 8.6 (s, 1H), 8.3 (br 
s, 1H), 8.1 (br s, 1H), 7.9 (d, 1H), 7.8-7.7 (m, 2H), 7.6 (d, 1H), 7.5 (t, 1H), 7.3 (br s, 1H), 
7.3 (s, 1H), 3.8 (s, 2H), 2.6 (s, 3H); ES-MS (m/z) 392 [M+H1 + . 

30 

EXAMPLE 337 

SYNTHESIS OF 3-[3-(OXOIAN-3YLCARBONYLAMINO)PHENYL]-lH- 
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Following Example 290, the reaction of 3-(3-ammophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (250 mg, 0.74 mmol) with tetrahydro-3-furoic acid (0.10 g, 
10 0.89 mmol) and EDCI (0.21 g, 1.1 1 mmol) furnished 40 mg (15% yield) of the title 
compound. 'H NMR (DMSO</ e ) 8 13.2 (br s, 1H), 10.2 (s, 1H), 8.6 (s, 1H), 8.2 (s, 1H), 8.1 
(s, 1H), 7.7 (t, 1H), 7.6 (d, 1H), 7.5 (t, 1H), 7.4 (s, 1H), 3.9 (m, 1H), 3.82-3.68 (m, 2H), 
3.3-3. 1 (m, 2H), 2.2-2.0 (m, 2H); ES-MS (m/z) 351 [M+H] + . 



15 



EXAMPLE 338 

SYNTHESIS OF 3-[3-(2-(3-THIENYL)ACETYljyvlINO)PHENYL]-lH- 

INDAZOLE-5-CARBOXAMIDE 



20 




Following Example 290, the reaction of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (250 mg, 0.74 mmol) with 3-thiopheneacetic acid (0.13 g, 
25 0.89 mmol) and EDCI (0.21 g, 1.1 1 mmol) furnished 13 mg (5% yield) of the title 

compound. 'H NMR (DMSOd tf ) 5 13.4 (br s, 1H), 10.2 (s, 1H), 8.6 (s, 1H), 8.2 (s, 1H), 8.1 
(br s, 1H), 7.92 (d, 1H), 7.8-7.7 (m, 2H), 7.6 (d, 1H), 7.54-7.44 (m, 2H), 7.35 (m, 2H), 7.14 
(m, 1H), 3.7 (s, 2H); ES-MS (m/z) 377 [M+H] + . 

30 EXAMPLE 339 

SYNTHESIS OF 3-[3-(2-THIENYLCARBONYLAMINO)PHENYL]-lH- 

INDAZOLE-5-CARBOXAMIDE 
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Following Example 290, the reaction of 3-(3-ammophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (200 mg, 0.56 mmol) with 2-thiophenecarboxylic acid (0.92 
g, 0.71 mmol) and EDCI (0.17 g, 0.89 mmol) furnished 56 mg (26% yield) of the title 
compound. 'H NMR (DMSOrf,) 6 13.2 (br s, 1H), 10.4 (s, 1H), 8.6 (s, 1H), 8.4 (br s, 1H), 
10 8.1 (br s, 1H), 8.0 (d, 1H), 7.94-7.86 (m, 2H), 7.8 (d, 1H), 7.6 (d, 1H), 7.5 (t, 1H), 7.3 (br s, 
1H), 7.2 (t, 1H); ES-MS (m/z) 363 [M+H] + . 



15 
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EXAMPLE 340 

SYNTHESIS OF 3-[3-(2-(4-PY3iroYL)ACTTYljys4rNO)PHENYL]-lH 

INDAZOLE-5-CARBOXAMIDE 




25 



Following Example 290, the reaction of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2- 
yHH-indazole-5-carboxamide (250 mg, 0.74 mmol) with 4-pyridylacetic acid hydrochloride 
(0.15 g, 0.89 mmol) and EDCI (0.21 g, 1.1 1 mmol) furnished 12 mg (4% yield) of the title 
compound. 'H NMR (DMSO</ tf ) 6 13.2 (br s, 1H), 10.2 (s, 1H), 8.6 (s, 1H), 8.5 (dd, 1H), 
8.2 (s, 1H), 8.1 (br s, 1H), 7.9 (d, 1H), 7.75 (m, 2H), 7.6 (d, 1H), 7.5 (t, 1H), 7.4 - 7.1 (m, 
2H), 3.8 (s, 2H); ES-MS (m/z) 372 [M+H] + . 



30 



EXAMPLE 341 

SYNTHESIS OF 3-[3-(2-(2-PYPJDYL)ACETYLAMINO)PHENYL]-lH- 

INDAZOLE-5-CARBOXAMIDE 
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Following Example 290, the reaction of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (200 mg, 0.56 mmol) with 2-pyridylacetic acid hydrochloride 
(0.12 g, 0.71 mmol) and EDCI (0.17 g, 0.89 mmol) furnished 22 mg (10% yield) of the title 
compound. 'H NMR (DMSO d£ 6 13.4 (br s, 1H), 10.4 (s, 1H), 8.6 (s, 1H), 8.5 (dd, 1H), 
0 8.2 (br s, 1H), 8.1 (s, 1H), 7.9 (d, 1H), 7.75 (m, 2H), 7.6 (d, 1H), 7.45 (m, 2H), 7.35 - 7.2 
(m, 2H), 3.8 (s, 2H); ES-MS (m/z) 372 [M+H] + . 



EXAMPLE 342 

SYNTHESIS OF 3-{3-[2^4-FLUOROPHENYL)ACETYlJ\MINO]PHENYL} 
15 1 H-IND AZOLE-5 -C ARB OXAMIDE 




20 

Following Example 290, the reaction of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (200 mg, 0.56 mmol) with 4-fluorophenylacetic acid (0.1 1 g, 
0.71 mmol) and EDCI (0.17 g, 0.89 mmol) furnished 52 mg (23% yield) of the title 
compound. 'H NMR (DMSO^) 5 13.2 (br s, 1H), 10.2 (s, 1H), 8.6 (s, 1H), 8.23 (s, 1H), 
25 8.1 (br s, 1H), 7.9 (dd, 1H), 7.73 (m, 1H), 7.6 (d, 1H), 7.5 (t, 1H), 7.47 - 7.34 (m, 3H), 
7. 1 7 (m, 2H), 3 .7 (s, 2H); ES-MS (m/z) 389 [M+H] + . 

EXAMPLE 343 

SYNTHESIS OF 3-[3-(CYCLOPROPYLCARBONYLAMINO)PHENYL3-lH- 
30 INDAZOLE-5-CARBOXAMIDE 
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Following Example 290, the reaction of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (600 rag, 1.79 mmol) with cyclopropanecarboxylic acid (0.43 
mL, 0.46 g, 5.4 mmol) and EDCI (1.06 g, 5.4 mmol) furnished 140 mg (26% yield) of the 
title compound. J H NMR (DMSOrf,) 6 13.4 (br s, 1H), 10.4 (s, 1H), 8.6 (s, 1H), 8.2 (s, 
10 1H), 8.1 (br s, 1H), 7.9 (dd, 1H), 7.75 (m, 2H), 7.6 (d, 1H), 7.5 (t, 1H), 7.35 (s, 1H), 1.9- 
1.68 (m, 1H), 0.8 (m, 4H); ES-MS (m/z) 321 [M+H] + . 

EXAMPLE 344 

SYNTHESIS OF3-{3-[(3-HYDROXYPHENYL)CARB01^AMINfO]PHENYE}-m 
15 INDAZOLE-5-CARBOXAMIDE 




20 

Following Example 290, the reaction of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (200 mg, 0.56 mmol) with 3-hydroxybenzoic acid (0.098 g, 
0.71 mmol) and EDCI (0.17 g, 0.89 mmol) furnished 7 mg (3% yield) of the title 
compound. «H NMR (DMSOrf tf ) 6 13.4 (br s, 1H), 10.4 (s, 1H), 9.9 (s, 1H), 8.6 (s, 1H), 8.4 
25 (s, 1H), 8.1 (br s, 1H), 7.9 (m, 2H), 7.75 (m, 1H), 7.6 (d, 1H), 7.5 (t, 1H), 7.4 (m, 1H), 
7.38-7.28 (m, 2H), 6.8 (m, 1H); ES-MS (m/z) 373 [M+H] + . 

EXAMPLE 345 

SYNTHESIS OF 3-{3-[2-(2,4-DICHLOROPHENYL)ACETYLAMINO]PHENYL}-lH- 
30 INDAZOLE-5-CARBOXAMIDE 
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Following Example 290, the reaction of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (200 mg, 0.56 mmol) with 2,4-dichlorophenylacetic acid 
(0.15 g, 0.71 mmol) and EDCI (0.17 g, 0.89 mmol) furnished 8 mg (3% yield) of the title 
compound. 'H NMR (DMSO^) 6 13.4 (br s, 1H), 10.4 (s, 1H), 8.6 (s, 1H), 8.2 (s, 1H), 8.1 
(br s, 1H), 7.9 (dd, 1H), 7.75 (m, 2H), 7.64-7.58 (m, 2H), 7.52-7.4 (m, 2H), 7.35 (s, 1H), 
3.9 (s, 2H); ES-MS (m/z) 439 [M] + . 



EXAMPLE 346 
SYNTHESIS OF 3-(3-{2-[4- 
1 5 (TRIFLUOROMETHYL)PHENYL] ACETYL AMINO) PHENYL)- 1H-IND AZOLE-5- 

CARBOXAMIDE 



20 




Following Example 290, the reaction of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (200 mg, 0.56 mmol) with 4-(trifluoromethyl)phenylacetic 
acid (0.15 g, 0.71 mmol) and EDCI (0.17 g, 0.89 mmol) furnished 28 mg (11% yield) of the 
25 title compound. 'H NMR (DMSOcQ 6 10.4 (s, 1H), 8.6 (s, 1H), 8.22 (s, 1H), 8.1 (br s, 
1H), 7.9 (dd, 1H), 7.8-7.68 (m, 3H), 7.6 (m, 3H), 7.5 (t, 1H), 7.35 (s, 1H), 7.17 (m, 2H), 
3.8 (s, 2H); ES-MS (m/z) 439 [M+H] + . 

EXAMPLE 347 

30 SYNTHESIS OF 3-(3-{2-[4- 

(DIMETHYLAMINO)PHENYL]ACETYlJVM 

CARBOXAMIDE 
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Following Example 290, the reaction of 3-(3-a 1 mnophenyl)-l-perhyd I o^2H-p y ran.2- 
yl-lH^dazole-5-carboxamide (200 mg, 0.56 mmol) with 4-(dhnethylannno)phenylacetic 
acid (0.13 g, 0.71 mmol) and EDCI (0.17 g, 0.89 mmol) furnished 33 mg (13% yield) of the 
title compound. 'H NMR (DMSO-d 6 ) 6 10.4 (s, 1H), 8.6 (s, 1H), 8.15 (s, 1H), 8.1 (br s 
1H), 7.9 (dd, 1H), 7.75 (m, 2H), 7.6 (d, 1H), 7.45 (t, 1H), 7.35 (br s, 1H), 7.18 (m 2H)' 
6.68 (d, 2H), 3.5 (s, 2H), 2.9 (s, 6H); ES-MS (m/z) 414 [M+H] + . 



15 



EXAMPLF. 

SYNTHESIS OF 3-{3-[2-(2-CHLORO-4-FLUOROPHENYL) 
ACETYl^MINO]PHENiTHH-^^ 



H,N 




20 

Following Example 290, the reaction of 3-(3-aminophen y l)-l-perh y dro-2H- P yran-2- 
yl-lH-mdazole-5-carboxamide (200 mg, 0.56 mmol) with 2-chloro-4-fluorophenylacetic acid 
(0.13 g, 0.71 mmol) and EDCI (0.17 g, 0.89 mmol) furnished 38 mg (14% yield) of the title 
^ compound. 'H NMR (DMSO-d 6 ) 6 10.4 (s, 1H), 8.6 (s, 1H), 8.1 (br s, 1H), 7.9 (dd, 1H) 

Z2sZr' 65 (d ' 1H> ' ? ' 52 " 7 ' 4 (m> 3H> ' 735 (s ' 1H) ' ? ' 2 (m ' 1H) ' 3,9 (s ' 2H); ES - MS 
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EXAMPLE 34Q 

SYNTHESIS OF 3-{3-[2-(4-CHLOROPHENYL)ACETYIAMlNO]PHENYL}-lH- 

INDAZOLE-5-CARBOXAMIDE 
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Following Example 290, the reaction of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (200 mg, 0.56 mmol) with 4-fluorophenylacetic acid (0.11 g, 
0.71 mmol) and EDCI (0.17 g, 0.89 mmol) furnished 35 mg (14% yield) of the title 
compound. 'H NMR (DMSO^) 6 10.4 (s, 1H), 8.6 (s, 1H), 8.2 (s, 1H), 8.1 (br s, 1H), 7.9 
(dd, 1H), 7.75 (m, 2H), 7.6 (d, 1H), 7.5 (t, 1H), 7.45 - 7.3 (m, 4H), 7.17 (m, 2H), 3.7 (s, 
2H); ES-MS (m/z) 405 [M+H] + . 

EXAMPLE 350 

SYNTHESIS OF 3-[3-(3-PHENYIPROPANOYLAMINO)PHE>m.]-lH- 

INDAZOLE-5-CARBOXAM1DE 



Following Example 290, the reaction of 3-(3-aminophenyl)- 1 -perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (200 mg, 0.56 mmol) with hydrocinnamic acid (0.11 g, 0.71 
mmol) and EDCI (0.17 g, 0.89 mmol) furnished 31 mg (13% yield) of the title compound. 
'H NMR (DMSO-ds) 8 13.4 (s, 1H), 10.2 (s, 1H), 8.6 (s, 1H), 8.2 (s, 1H), 8.1 (br s, 1H), 
7.9 (d, 1H), 7.75 (m, 2H), 7.6 (d, 1H), 7.5 (t, 1H), 7.4 - 7.1 (m, 5H), 2.95 (t, 2H), 2.68 (t, 
2H); ES-MS (m/z) 385 [M+H] + . 

EXAMPLE 351 

SYNTHESIS OF 3-{3-[3-(4-FLUOROPHENYL)PROPANOYLAMINO]PHENYL}-lH- 

INDAZOLE-5-CARBOXAMIDE 



H 
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Followmg Example 290, the reaction of S-CS-aminophenyD-l-perhydro^H-pyran-a- 
yl-lH-mdazole-5-carboxamide (200 mg, 0.56 mmol) with 3-(4-fluor 0 phenyl) P ropanoic acid 
(0.12 g, 0.71 mmol) and EDCI (0.17 g, 0.89 mmol) furnished 22 mg (9% yield) of the title 
compound. 'H NMR (DMSO-d 6 ) 6 13.4 (s, 1H), 10.2 (s, 1H), 8.6 (s, 1H), 8.25 (s 1H) 
8-15 (br s, 1H), 7.9 (dd, 1H), 7.75 (m, 2H), 7.6 (d, 1H), 7.45 (t, 1H), 7.4 - 7.3 (m 3H) \ 2- 
7.1 (m, 2H), 2.85 (t, 2H), 2.65 (t, 2H); ES-MS (m/z) 403 [M+H] + . 

EXAMPLES? 
SYNTHESIS OF 3-{3-[2-(3,4-DIFLUOROPHENYL) 
ACET YLAMINO]PHENYL} - 1 H-INDAZOLE-5-CARBOXAMIDE 
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Following Example 290, the reaction of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-mdazole-5-carboxamide (200 mg, 0.56 mmol) with 3,4-difluorophenylacetic acid 
(0.12 g, 0.71 mmol) and EDCI (0.17 g, 0.89 mmol) furnished 25 mg (10% yield) of the title 
^ compound. >H NMR (DMSO-d,) 8 13.4 (s, 1H), 10.4 (s, 1H), 8.6 (s, 1H), 8.2 (s, 1H), 8 1 
(br s, 1H), 7.9 (d, 1H), 7.75 (m, 2H), 7.6 (d, 1H), 7.52-7.3 (m, 4H), 7.2 (m, 1H), 3 7 (s 
2H); ES-MS (m/z) 407 [M+H] + . 

EXAMPI.F. W 

3q SYNTHESIS OF 3-{3-[2-(2-FLUOROPHENYL) ACETYLAMINOjPHENYL} - 

1H-INDAZOLE-5-CARBOXAMIDE 
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Following Example 290, the reaction of 3-(3-ammophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (200 mg, 0.56 mmol) with 2-fluorophenylacetic acid (0.11 g, 
0.71 mmol) and EDCI (0.17 g, 0.89 mmol) furnished 30 mg (12% yield) of the title 
10 compound. 'H NMR (DMSO-d 6 ) 5 10.4 (s, 1H), 8.6 (s, 1H), 8.2 (br s, 1H), 7.9 (dd, 1H), 
7.75 (m, 2H), 7.6 (d, 1H), 7.45 (t, 1H), 7.45-7.29 (m, 3H), 7.25-7.15 (m, 2H), 3.8 (s, 2H); 
ES-MS (m/z) 389 [M+H]\ 



EXAMPLE 354 

15 SYNTHESIS OF 3-[3-(2-PHENYLPROPANOYLAMINO)PHENYL}-lH- 

INDAZOLE-5 -CARBOXAMIDE 



20 




Following Example 290, the reaction of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2- 
yl-lH-indazole-5-carboxamide (200 mg, 0.56 mmol) with 2-phenylpropionic acid (97 uL, 
0.11 g, 0.71 mmol) and EDCI (0.17 g, 0.89 mmol) furnished 40 mg (17% yield) of the title 
25 compound. 'H NMR (DMSO-d 6 ) 6 13.5 (s, 1H), 10.3 (s, 1H), 8.6 (s, 1H), 8.2 (br s, 1H), 
8.35 (br s, 1H), 7.94 (dd, 1H), 7.7 (m, 2H), 7.6 (d, 1H), 7.5-7.3 (m, 5H), 7.25 (m, 1H), 3.8 
(s, 1H), 1,4 (d, 3H); ES-MS (m/z) 385 [M+H] + . 

EXAMPLE 355 

30 SYNTHESIS OF 3-[3-(2-PIPERIDYLETHOXY)PHENYL}-lH-INDAZOLE-5- 

CARBOXAMIDE 
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A. 



S-fS-HvdroxvphenvlVI-perhvdro^H-pvr an^-vl-lH-indazole-S-carhnnitrilft 

3-Bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (7.9 g, 24.2 
mmol), 3-hydroxyphenylboronic acid (5 g, 36.3 mmol), Pd(dppf)Cl 2 (1.97 g, 2.42 mmol) and 
K 3 P0 4 (25.62 g, 120.8 mmol) were refluxed in 90 mL DME for 24 h. The reaction was 
cooled and diluted with EtOAc. The reaction mixture was filtered through a celite pad and 
the filtrate was washed with water, brine, dried (NajSO,) and filtered. The filtrate was 
concentrated and the residue purified by column chromatography using 20-75 % EtOAc in 
hexanes to provide 5 .4 g (74% yield) of the title compound. 'H NMR (DMSO-d 6 ) 6 1 0.4 
15 (s, 1H), 8.6 (s, 1H), 7.9 (dd, 2H), 7.4 (m, 3H), 6.8 (dd, 1H), 6.0 (m, 1H), 3.95-3.7 (m, 2H), 
2.45 (m, 2H), 2.05 (m, 2H), 1 .6 (m, 2H); ES-MS (m/z) 320 [M+H] + . 



20 



B. 



3-r3-(2-PiperidvlethoxvVhe nvl1-l-perhvdro-2H-pvran-2-vl-lH-indazo1 e -S- 
carbonitrile 

3-(3-Hydroxyphenyl)-l-perhyd^o-2H-pyran-2-yl-lH-mdazole-5-carbonitrile 
(1.0 g, 3.13 mmol), l-(2-chloroethyl)piperidine monohydrochloride (0.87 g, 4.70 mmol) and 
K 2 C0 3 (1.3 g, 9.40 mmol) were heated in DMF at 80°C for 18 h. The reaction was cooled 
and partitioned between EtOAc and water. The organic layer was washed with water, brine, 
dried (Na 2 S0 4 ) and filtered. The filtrate was concentrated and the residue purified by 
25 chromatography using 20-50% EtOAc in hexanes to furnish 1.2 g (89% yield) of the title 
compound. ES-MS (m/z) 431 [M] + . 



30 



C - 3-r3-(2-Piperidylethoxv^r)henvn- 1 -p er hvdro-2H-pvran-2-vl- 1 H-indazole-5- 
carboxamide 

3-[3-(2-Piperidylemoxy)phenyl]-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
carbonitrile (0.67 g, 1.6 mmol) was dissolved in 2 mL EtOH and the solution was cooled to 
0°C. Aqueous 6 N NaOH solution (1.04 mL, 0.25 g, 6.2 mmol) and aqueous 30% H 2 0 2 
(0.7 mL, 0.21 g, 6.2 mmol) were added to the reaction mixture. The reaction mixture was 
warmed to room temperature and stirred for 1.5 h. The reaction was quenched by addition 
of 6 N HC1. The resultant solution was neutralized by addition of saturated aqueous solution 
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of sodium bicarbonate. The solution was extracted with EtOAc, the organic layer was 
washed with water, brine, dried (N^SC^) and filtered. The filtrate was concentrated to 0.61 
g (87%) of the title compound obtained as a yellow solid. ES-MS (m/z) 449 [M+H] + . 

D. S-rS-a-PiperidvIethoxv^phenvIVlH^indazole-S-carboxamide 

3-[3-(2-Piperidylethoxy)phenyl]-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
carboxamide (0.61 g, 1.4 mmol) was suspended in 10 mL of 4 M HC1 in dioxane and the 
suspension was stirred at room temperature for 18 h. The reaction was quenched with 
saturated aqueous solution of NaHC0 3 and extracted with EtOAc. The organic layer was 
10 dried (Na 2 S0 4 ) and filtered. The filtrate was concentrated and purification of the residue by 
preparative HPLC (20-S0% acetonitrile in water) furnished 65 mg (13% yield) of the title 
compound. ! H NMR (DMSO-d 6 ) 6 13.4 (br s, 1H), 8.6 (s, 1H), 8.2 (s, 1H), 7.94 (dd, 1H), 
7.62 (m, 2H), 7.5 (m, 1H), 7.45 (t, 1H), 7.32 (br s, 1H), 7.05 (dd, 1H), 4.18 (t, 2H); 2.7 (m, 
2H), 2.5 (m, 4H), 1.5 (m, 4H), 1.4 (m, 2H); ES-MS (m/z) 365 [M+H] + . 



15 



EXAMPLE 356 



SYNTHESIS OF N-ETHYL-3-{[3-(4-FLUOROPPffiNYL)(lH-INDAZOL-5 

YL)]CARBONYLAMINO} PROPANAMDDE 



20 




9 S 

A. N-Ethvl-3- (r3-f4-fluorophenvttf lH-indazol-5-vnicarbonylamino) propanamide 

To a solution containing Example 88 (0.200 g, 0.61 1 mmol) in 
tetrahydrofuran (5 mL) was added 1-hydroxybenzotriazole hydrate (0.247 g, 1.83 mmol) 
followed by l-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.351 g, 1.83 
mmol), ethylamine (0.915 mL, 1.83 mmol) and N,N-dimethylformamide (2 mL). The 
u solution was stirred for 3 h at room temperature. Water (40 mL) was added and the reaction 
mixture was extracted with ethyl acetate. The combined organic layers were dried over 
anhydrous sodium sulfate, filtered and evaporated. The residue was purified by preparative 
HPLC (10-90% acetonitrile/water). The pure fractions were basified with ammonium 
hydroxide, evaporated at reduced pressure, diluted with water and filtered which gave the 
35 title compound (0.128 g, 59% yield): 'H NMR (DMSO-d 6 ) 8 13.43 (s, 1H), 8.68 (t, 1H), 
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8-52 (s, 1H), 8.07 (AB quartet, 2H), 7.90 (dd, 2H), 7.62 (d, 1H), 7.39 (t, 2H), 3.07 (m, 2H) 
2.50 (m, 2H), 2.38 (t, 2H), 0.99 (t, 3H); ES-MS (m/z) 355 [M+l] + . 



10 



EXAMPLE ^7 

SYNTHESIS OF [3-(5-{5-[(DINffiTmXAMINO)METHYL](lH-l,2 s 4-TRIA20L.3. 

YL)} (lH-INDAZOL-3-YL))PHENYL]-N-[(4- 
FLUOROPHENYL)METHYL]CARBOXAMlDE 



15 




Methyl 3K5-cyano-l-perhydro-2H-pyran-2-yl-lH-indazol-3-yl)benzoate (10 
& 27.6 mmol) and LiOH.H 2 0 (3.5 g, 82.8 mmol) were stirred in a mixture of 200 mL THF 

^ + 80 mL water at room temperature for 18 h. The THF was removed under reduced 

pressure and the P H of the resulting suspension was adjusted to pH 4 by the addition of 1M 
HC1. The mixture was extracted with EtOAc, the organic layer dried (Na.SO,) and filtered 
The filtrate was concentrated to a yellow solid which was redissolved in dichloromethane 
Adchtion of hexanes precipitated 6.9 g (72%) of the title compound as a white solid 'H 

^ NMR (DMSO-d 6 ) 6 1 1.5 (bs, 1H), 8.65 (d, 2H), 8.35 (d, 2H), 8.14 (m, 1H), 8.01 (m 1H) 

^! H r 2H> ' 60 <d ' 1H) ' 3 9 ^ 2H> ' 2 ' 15 (df 1H)> 19 " L6 (m ' 4H); ES " MS (m/2) * 49 ' 

A ' r3-(5-Cvano-l-perhydr o-2H - pvr an-2-viriH-mHazol-3-vny h ff nyli.M- r ^_ 
fluoronhenYl)m»ttiy^ car bo Xam ;H ft 

30 

The reaction of 3-(5-cyano-l-perhydro-2H-pyran-2-yl-lH-indazol-3- 
yDbenzoic acid (1.0 g, 2.87 mmol), HOBT (1.16 g, 8.62 mmol), EDCI (1.64 g, 8.62 mmol) 
and 4-fluorobenzylamine (0.98 mL, 1.07 g, 8.62 mmol) furnished 1.2 g (90% yield) of the 
title compound. ES-MS (m/z) 455 [M] + . 
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B. r3-f5-fS4n Dimethvlamino^methvnriH-1.2.4-tri a rol-3-vin-l-perhvdro-2H-pvran-2- 
vl(lH-indazol-3-vl')')p henvl-N-|'r4-fluorophenvl'>methvl1carboxamide 

A solution of [3-(5-cyano-l-perhydro-2H-pyran-2-yl-lH-indazol-3- 
yl))phenyl]-N-(4-fluorophenyl)methyl]carboxamide (1 .0 g, 2.2 rnmol), N-amino-2- 
5 (diemthylamino)acetamide (0.77 g, 6.59 rnmol) and NaOMe (1.9 mL of 25% by weight 
solution in MeOH, 0.47 g, 8.79 mmol) was heated in 10 mL MeOH in a sealed tube at 
100°C for 30 hours. The reaction mixture was concentrated to an oil which was purified by 
column chromatography (10-50% MeOH in EtOAc) to furnish 0.42 g (34%) of the title 
compound. ES-MS (m/z) 554 [M+H] + . 

10 

C. r3-(5-l5-rn3imemvlaminolmethvl1flH-1.2.4-triazol-3-vinriH-indazol-3- 
vl)")phenvl1-N-rr4-fluorophenvDmethvncarboxamide 

[3-(5- {5-[(Dimemylamino)methyl] ( 1 H- 1 ,2,4-triazol-3-yl)> -1 -perhydro-2H- 
pyran-2-yl(lH-indazolO-yl))phenyl-N-[(4-fluorophenyl)methyl]carboxamide (0.42 g, 0.76 

AJ mmol) was suspended in 8 mL of 4 M HC1 in dioxane solution. 1 0 mL toluene was added 
and the suspension was stirred at room temperature for 1 8 h. The reaction was quenched 
with saturated aqueous NaHC0 3 solution and then concentrated under reduced pressure. 
The residue was taken up in DMSO and filtered. Purification by preparative HPLC (15-80% 
acetonitrile in water) furnished 50 mg (14% yield) of the title compound. 'HNMR 

20 (DMSO^) 6 14.0 (s, 1H), 13.4 (s, 1H), 9.3 (t, 1H), 8.55 (br s, 1H), 8.5 (s, 1H), 8.15 (m, 
2H), 7.95 (d, 1H), 7.8-7.6 (m, 2H), 7.4 (m, 2H), 7.2 (m, 2H), 4.5 (d, 2H), 3.6 (s, 2H), 2.45 
(s, 6H); ES-MS (m/z) 470 [M+H] + . 

EXAMPLE 358 

25 SYNTHESIS OF [3-(5- {5-[(DIMETHYLAMINO)METHYL](lH-l ,2,4-TRIAZOL- 
3 YL)} (lH-I^AZOL-3-YL))PHENYL]-^ 



30 




A. N-(fert-Butvl)r3-f 5-cvano-l -perhydro^H-pyran^-vinH-indazol-S- 
vl))phenvl1carboxamide 
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Following Example 357, the reaction of 3-(5-.cyano-l-perhydro.2H 

ZSJEf 7T "T r oic ( 08 * 23 -* hobt Z * L H 

cuu l LM g» 8.62 mmol) and te/-/-butvlamme -to ~t a <r 

f74% vielH , „f *, butylamine (0.73 mL, 0.5 g, 6.9 mmol) furnished 0.72 g 

(74 /o yield) of the title compound. ES-MS (m/z) 403 [M+H] + . 



1-2- 



^lH-indaznl-3-y1»p hen ylN -r/ g rr-h„tvlVo^^^: ir 

^ ^nv ^ (0 4 * ° " ™^ N-amino-2- 

(d "r (035 * 2 - 98 "-9 «* NaOMe (0.64 mL of 25'Zo by weight 

so uhon m Me oH, 0,6 g, 2.98 mmol) was heated in 4 mL MeOH in a £T£c 
for 36 hour, The reaction mixture was concentrated to an oil which was purified by coW 
chromatography (, 0-50% MeOH in EtOAc) to furnish 0.3 g (6 0 o /o yield) ^ 
compound. ES-MS (m/z) 502 [M+H] + . 

15 

a»phenYll-N-rr^K-h,iiv1> m ^i. Yl i carWamirf . 

. [ 3 < 5 -( 5 -K d toethyiamino)m e tbyI](lH-U,4.triazol-3-yl)}-l.pe r hvdro2H 
sanded ,„ ,0 of 4M in HC1 dioxane solution. Totuene «0 mL) was added and «hc 

S '" Ied * r °° m fOT ' 8 h ^ »— «. quenched wT* 

-mated aeneous NaHCO, sotaion and men concerns under reduc* pressure 1 

«P DMSO and mtered. Purmcauon byp^arativ e OTLC (15 8^ 

MOV 3.4 (s, .H), 8.65 (br s, ,H). 8.38 (s, 1H ), 8.! (m, 2H), 7.98 (s, ,H) 7 85 (a 
>H), 7.75-7.6 (m, 2H), 3.4 (s, 2H), 2.4 (a, 6H), ,.4 (a, 9H); ES-MS (m/z) 4,8 [M^ 
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EXAMPT.F3SQ 
JTHESIS OF N<(IJQINDA1^^ 

^-^OL-3-YL) K l^^ 
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A. N-fd^Indanvl^rS-fS-c vano-l-perhvdro^H-pvran^-viriH-mdazol-B- 
yl))phenvl1carboxamide 

10 Following Example 357, the reaction of 3-(5-cyano-l-perhydro-2H-pyran-2- 

yl-lH-indazol-3-yl)benzoic acid ( 0.6 g, 1.72 mmol), HOBT (0.7 g, 5.2 mmol), EDCI (0.99 
g, 5.2 mmol) and tert-butylamine (0.66 mL, 0.68 g, 5.2 mmol) furnished 0.45 g (56% yield) 
of the title compound. ES-MS (m/z) 463 [M] + . 

15 B. N-((li?)mdanvl¥3-(5-f5 -rrdimethvlamino^memvl1(m-1.2.4-triazol-3-vDl-l- 
perhvdro-2H -pvran-2-vlf 1 H-indazol-3-vlYfrmenvllcarboxarnide 

A solution of N-((liJ)mdanyl))[3-(5-cyano-l-perhydro-2H-pyran-2-yl(lH- 
indazol-3-yl))phenyl]carboxamide (0.45 g, 0.97 mmol), N-amino-2- 
(diemthylamino)acetamide (0.34 g, 2.91 mmol) and NaOMe (0.63 mL of 25% by weight 
20 solution in MeOH, 0.16 g, 2.91 mmol) was heated in 28 mL MeOH in a sealed tube at 
1 00°C for 39 hours. The reaction mixture was concentrated to an oil which was purified by 
column chromatography (10-50% MeOH in EtOAc) to furnish 0.39 g (71% yield) of the 
title compound. ES-MS (m/z) 562 [M+H] + . 

c - N-((li?)indanvnr3-f 5-15 -f (dimethvlaminomiethvllf 1H-1 .2.4-triazol-3-vni(l H- 
indazol-3-vlV)phenvl'|carboxamide 

N-((li?)indanyl)[3-(5- {5-[(dimethylamino)methyl](lH-l ,2,4-triazol-3-yl)}-l - 
perhydro-2H-pyran-2-yl(lH-indazol-3-yl))phenyl]carboxamide (0.39 g, 0.69 mmol) was 
suspended in 10 mL of 4 M in HC1 dioxane solution. The suspension was stirred at room 

30 

temperature for 4 h. The reaction was quenched with saturated aqueous NaHC0 3 solution 
and then concentrated under reduced pressure. The residue was taken up in DMSO and 
filtered. Purification by preparative HPLC (15-80% acetonitrile in water) furnished 39 mg 
(12% yield) of the title compound. 'H NMR (DMSO^) 6 13.6 (s, 1H), 9.01 (m, 1H), 8.65 
(brs, 1H), 8.45 (s, 1H), 8.2-7.95 (m, 3H), 7.67 (m, 2H), 7.22 (m, 4H), 5.6 (q, 1H), 3.4 (s, 
35 2H), 3.0 (m, 2H), 2.4 (s, 6H), 2.4-2.0 (m,2H); ES-MS (m/z) 478 [M+H] + . 
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EXAMPLF. 

SYNTHESIS OF ({3-[3<4-METHOXYPHENYL)(lH-INDAZOL-5-YL)](lH-l,2,4- 

TIUAZOL-5-YL)}METHYL)DIMETHYLAMINE 




H 3 C 



OMe 



10 



A. 



3-(4-Memoxvp hen v1)-l.p e r hv^ 

A mixture of S-bromo-l-perhydro-aH-pjTan^-yl-lH-mdazole-S-carbonitrile 
(5-0 g, 16.3 mmol), 4-methoxyphenylboronic acid (3.7 g, 24.5 mmol), Pd(dppf)Cl 2 (1 33 g 
1.63 mmol) and K 3 P0 4 (17.31 g, 81.66 mmol) in 120 mLDME was refluxed for 24 h The 
reactxon was cooled and diluted with EtOAc. The mixture was filtered through a celite pad 
and the filtrate was washed with water, brine, dried (N^SOJ and filtered. Removal of 
solvent in vacuo followed by chromatographic purification of the residue (10-50% EtOAc in 
hexanes) furnished 4 g (73% yield) of the title compound as a white solid. ES-MS (m/z) 334 



20 



B. 



3-r3-(4-Methoxypheny1)-l- P ^^ 
triazoI-5-vl »methvndim ethvlamine 

A solution of 3-(4-methoxyphenyl).l-p e rhydro-2H-pyran-2-yl-lH-indazole- 
5-carbonitrile (0.8 g, 2.4 mmol), N-ammo-2-(diemmylamino)acetamide (0.84 g 7 2 mmol) 
^ and NaOMe (1 .6 mL of 25% by weight solution in MeOH, 0.39 g, 7.2 mmol) was heated in 
28 mL MeOH in a sealed tube at 100°C for 36 hours. The reaction mixture was 
concentrated to an oil which was purified by column chromatography (10-50% MeOH in 
EtOAc) to furnish 0.57 g (55% yield) of the title compound. ES-MS (m/z) 433 [M+H] + . 

C (f3-r3-(4-Methoxy P he nv1)nH - in dazol-5-vmnH-i ,24-tri^nl-^ 
•* u vmmethvl)HiWhyio™i ni , 

({3-[3-(4-Memoxyphenyl)-l- pe rhydro-2H-pyran-2-yl(lH-indazol-5-yl)](lH- 
l,2,4-tnazol-5-yl)}memyl)dimemylamine (0.57 g, 1.32 mmol) was suspended in 10 mL of 4 

MmHCldioxane solution. Toluene (10 mL) was added and the suspension was stirred at 
^ room temperature for 18 h. The reaction was quenched with saturated aqueous NaHCO 
solution and then concentrated under reduced pressure. The residue was taken up in DMSO 
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and filtered. Purification by preparative HPLC (15-80% acetonitrile in water) fiarnished 92 
mg (20% yield) of the title compound. 'H NMR (DUSOd 6 ) 6 14.0 (s, 1H), 13.2 (s, 1H), 
8.6 (s, 1H), 8.05 (dd, 1H), 7.95 (m, 2H), 7.65 (d, 1H), 7.14 (m, 2H), 3.8 (s, 3H), 3.6 (s, 
2H), 2.2 (s, 6H); ES-MS (m/z) 349 [M+H] + . 

5 

EXAMPLE 361 

SYNTHESIS OF {[3-(3-(2H-BENZO[d]l,3-DIOXOLEN-5-YL))(lH-INDAZOL-5- 
YL)] ( 1 H- 1 ,2,4-TRIAZOL-5 - YL) } METHYL} DIMETHYL AMINE 



10 




15 



A - 3-(2H-Benzor dl 1 .3-diox olen-5-vlVl -perhvdro-2H-pyran-2-vl-lH-indazoIe-5- 
carbonitrile 



A mixture of 3-bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile 
(5.0 g, 16.3 mmol), 3,4-methylenedioxypbenylboronic acid (4.07 g, 24.5 mmol), Pd(dppf)Cl 2 
(1.33 g, 1.63 mmol) and K 3 P0 4 (17.31 g, 81.66 mmol) in 85 mL DME was refluxed for 24 
h. The reaction was cooled and diluted with EtOAc. The mixture was filtered through a 
celite pad and the filtrate was washed with water, brine, dried (Na 2 S0 4 ) and filtered. 
Removal of solvent in vacuo followed by chromatographic purification of the residue (10- 
50% EtOAc in hexanes) furnished 4 g (70% yield) of the title compound as a white solid. 
ES-MS (m/z) 348 [M+H] + . 

25 

B - (r3-(3-(2H-Benzord11 .3-dioxolen-5-vlVl-perhvdro-2H-pvran-2-vinH-indazol-5- 
vlV)f 1H- 1 .2. 4-triazol-5-vnimethvn dimethvlamme 

A solution of 3-(2H-benzo[d] 1 ,3-dioxolen-5-yl)-l -perhydro-2H-pyran-2-yl- 
lH-indazole-5-carbomtrile (0.5 g, 1.44inmol),N-animo-2-(diemthylamino)acetamide (0.5 g, 
4.3 1 mmol) and NaOMe (1 .2 mL of 25% by weight solution in MeOH, 0.3 1 g, 5.75 mmol) 
was heated in 25 mL MeOH in a sealed tube at 1 00°C for 36 hours. The reaction mixture 
was concentrated to an oil which was purified by column chromatography (10-50% MeOH 
in EtOAc) to fiimish 0.5 g (64% yield) of the title compound. ES-MS (m/z) 447 [M+H] + . 
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Vl))methy1 jdimethvlamin^ — 

{[3-(3-(2H-Benzo[d]l,3-dioxolen-5-yl)-l- P erhydro-2H-pyran-2-yl(lH- 
*dazol-5-yl) X lH-l^^ (0 5 & L12 

suspended in 10 mL of 4 M in HC1 dioxane solution. Toluene (10 ^ was added and the 
suspension was stirred at room temperature for 1 8 h. The reaction was quenched with 
saturated aqueous NaHC0 3 solution and then concentrated under reduced pressure The 
resume was taken up in DMSO and filtered. Purification by preparative HPLC (1 5-8 0 o/ 0 
acetomtnle in water) furnished 47 mg (1 1% yield) of the title compound. "H NMR 

ZTT, ™ °* ' 1H) ' 4 1H> ' ^ 1H) ' " ^ «• ^(s, 
2H), 7.15 (d, IH), 6.1 (s, 2H), 3.4 (s, 2H), 2.2 (s, 6H); ES-MS (m/z) 363 [M+HT 



15 



EXAMPTF.^> 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOI.5-YL)]-N-(3. 

METHOXYPROPYL)CARBOXAMIDE 



H3C 



20 




A - r3-(4-Fluorop hen yl)( 1H-ind ^m 5 #^4.^ ^^ 

The title compound was prepared as described in Example 68. To a solution 

25 n °2.; Ce ^ 3 ^ chloride (0.200 g, 0.632 mmol) in 

pyndme (4 mL) was added 2-methoxypropylamine (0.274 mL, 3.16 mmol). The solution was 

17 , 7 r ° 0m temPCratUre - ^ (4 ° WaS added the reaction mixture was 
exacted with ethyl acetate. The combined organic layers were washed with aqueous 1 N 

hydrochloric acid, dried over anhydrous sodium sulfate, filtered and evaporated. The residue 

30 u «T ^ PreParatiVe ^ (1 °- 90% aceto ^le/water). The pure fractions were 
basified with ammonium hydroxide, evaporated at reduced pressure, diluted with water and 

ST« « 7^,7°™ ( ° 073 * 35% NMR (DMSO-d 6 ) 5 13.42 (br s, 

2m I'Z ' ™ 1H) ' 8 ^ qU3rtet ' 2H) ' 7 92 (dd ' 1H >' 7 62 «■ *H), 7.40 (t, 

2H), 3.40 (t, 2H), 3.34 (m, 2H), 3.25 (s, 3H), 1.79 (m, 2H); ES-MS (m/z) 328 [M+i r . 
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EXAMPLE 363 

SYNTHESIS OF 3-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]-l,2,4- 

OXADIAZOLIN-5-ONE 




10 A - r3-(4-Fluorophenvn- 1 -t> erhvdro-2H-pvran-2-vlC 1 H-indzaol-5-vm ( hvdrox vimin(V> 
methvlamine 

3 -(4-Fluorophenyl)- 1 -perhydro-2H-pyran-2-yl-l H-indazole-5-carbonitrile 
(400 mg, 1.25 mmol), hydroxylamine hydrochloride (434 mg, 6.25 mmol) and K 2 O0 3 (864 
mg, 6.25 mmol) in ethanol (7.0 mL) was placed in a screw-top pressure tube and heated in a 

IS* 

1 00 °C oil bath for 1 6 h. The reaction mixture was filtered through a sintered glass runnel 
while hot, washed with hot ethanol and concentrated in vacuo to give the desired product 
(283 mg, 64%) as an off white solid. ES-MS (m/z) 355 [M+H + ] + 

B - 2-Amino-l-a2a-2-r3-f4 -phenvlVl-perhvdro-2H-pvran-2-v1flH-indazol-5-vD1vinvl 
ethoxvformate 

To a slurry of [3-(4-fluorophenyl)-l-perhydro-2H-pyran-2-yl(lH-indzaol-5- 
yl)](hydroxyimino)methylamine (125 mg, 0.35 mmol) in anhydrous chloroform (1.5 mL, 
30.85 mmol) was added triethylamine (64 mL, 0.46 mmol) and ethyl chloroformate (38 mL, 
0.39 mmol) at ambient temperature. After stirring for 2 h the reaction mixture was diluted 

2S 

with dichloromethane, washed with brine, dried over MgS04 and concentrated in vacuo to 
give the desired product as a pale solid which was used without further purification for the 
next step. 

c - 3-r3-f 4-Flu orophenvlV 1 -perhvdro-2H-pvran-2-vl- 1 H-indazol-5-vll- 1 .2 .4- 
oxadiazolin-5-one 

2-Amino-l -aza-2-[3-(4-phenyl)-l -perhydro-2H-pyran-2-yl(lH-indazol-5- 
yl)]vinyl ethoxyformate, obtained from the previous reaction, and anhydrous toluene (3.0 
mL) was placed in a screw-top pressure tube and heated in a 135°C oil bath for 15 h. The 
reaction mixture was cooled, diluted with hot methanol, filtered through a sintered glass 

35 

funnel and concentrated in vacuo to give a dark brown residue. Purification of the residue by 
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flash chromatography on silica gel eluting with 1 0% methanol in dichloromethane gave the 
desired product (88 mg, 66% for two steps) as a tan solid. ES-MS (m/z) 381 [M+HT 

D - 3-r3-(4-FluorophenvlVlH-mH^ ol-5-vn-l,2.4-nx adiazo1in-5-nnP 

To a solution of 3-[3-(4-fluorophenyl)-l-perhydro-2H-pyran-2-yl-lH- 
indazol-5-yl]-l A 4-oxadiazohn-5^one (88 mg, 0.23 mmol) in dioxane (4.0 mL) was added 6 
N HC1 (4.0 mL) at ambient temperature. After stirring for 16 h an additional amount of 
dioxane (1 .0 mL) was added and the reaction mixture was gently heated in a 60°C oil bath 
for 4 h after which an additional amount of 6 N HC1 (1.0 mL) and several drops of methanol 
were added and after an additional 4 h of heating the reaction was stopped by slowly pouring 
into vigorously stirred aqueous 6 N NaOH (6.0 mL). The solution was adjusted to pH=8 
with the addition of 4 N HC1 and extracted with ethyl acetate. The organic layer was washed 
with bnne, dried over MgS0 4 and concentrated in vacuo to give a pale orange solid^bich 
was purified by flash chromatography on silica gel eluting with 10% methanol in 
dichloromethane to give a pale yellow solid which was dissolved in a minimum amount of 
methanol and precipitated with ethyl ether and hexanes to afford the desired product as a 
pale powder (13 mg, 19% yield) 'H NMR (DMSO-^): 6 13.6 (s, 1H), 13.0 (br s, 1H), 8.5 
(s, 1H), 8.1-8.0 (m, 2H), 7.8 (q, 2H), 7.3 (t, 2H); ES-MS (m/z) 297 [M+H] + . 



20 



EXAMPLE 364 

SYNTHESIS OF (S-tS^-FLUOROPHEKYX^lH-INDAZOL-S-YLl-lH-l^^-TRIAZOL- 

3 - YL)METHAN- 1 -OL 



25 



BnO 




A. 



30 



35 



5-[3-(4-Fluorophenvl¥lH-md^nl -5- v ni(i H-1 9 ,4_tr, a ™i_*_ 
vl)VphenyW thoxv)methane. 

To a suspension of ethoxy[3-(4-fluorophenyl)(lH-indazol-5- 
yl)]memanimine 2HCl (307 mg, 0.96 mmol) and N-amino-2-(phenylmethoxy)acetamide 
(259 mg, 1.44 mmol) in anhydrous methanol (3.0 mL) in a screw-top pressure tube was 
added freshly prepared sodium methoxide (615 uL of a 3.12 M solution in methanol) The 
tube was sealed and heated in a 90°C oil bath for 17 h. The reaction was cooled, evaporated 
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to dryness and partitioned between ethyl acetate and satd. NH 4 C1. The organic layer was 
separated, washed with brine, dried over MgS0 4 and concentrated in vacuo to give an oily 
brown residue. Purification by flash chromatography on silica gel eluting with 5% methanol 
in dichloromethanc (R f = 0.43) gave a pale solid (155 mg) which was re-chromatographed 
5 using 30% hexanes in ethyl acetate to remove traces of color. 

B - (543-(4-FluorophcnvlVl H-mdazo1-5-vl1-lH-1.2.4-triazol-3-vnmethan-l-ol 

A solution of (5-[3-(4-fluorophenyl)(lH-indazol-5-yl)](lH-l,2,4-triazol-3- 
yl))(phenylmethoxy)mcthane, obtained from the previous reaction, was hydrogenated at 60 
10 psi in methanol (20 mL) over Pd(OH) 2 on carbon (200 mg, 25%w/w) for 20 h. The reaction 
was filtered through a Cclite pad, washed with methanol and concentrated in vacuo to give a 
residue which was purified by flash chromatography on silica gel with 10% methanol in 
dichloromethane then 20% methanol in dichloromethane. Fractions containing the desired 
product were pooled and evaporated to give a pale solid which was washed with ethyl ether 

15 

to afford the title compound (35 mg, 12% yield for two steps) 'H NMR (DMSO-d 6 w/ 100 
uL CD 3 C0 2 D) 6 8.6 (s, 1H), 8.0 - 7.9 (m, 3H), 7.6 (d, 1H), 7.3 (t, 2H), 4.6 (s, 2H); ES-MS 
(m/z)310[M+H] + . 



20 



EXAMPLE 365 

SYNTHESIS OF [3-(5-(3-[(DIMETHYLAMINO)METHYL](lH-l,2,4-TRIAZOL-5- 
YX))(lH-IhroAZ01^3-YL))PHEN^ 



25 




A - r3-(5-Cvano-l-perhvdro -2H-pvran-2-viriH-indazol-3-vn > >p h envn-N-f2- 

30 

piperidvlethvPcarboxamide 

HOBT (1.74 g, 12.93 mmol) was added in one portion to a solution of 3-(5- 
cyano-l-perhydro-2H-pyran-2-yl-lH-indazol-3-yl)benzoic acid (1.50 g, 4.31 mmol) in 
anhydrous THF (50.0 mL) and anhydrous DMF (20.0 mL) at ambient temperature. After 30 
min EDAC HC1 (2.47 g, 12.93 mmol) and l-(2-aniinoethyl)piperidine (1.84 mL, 12.93 

35 

tol) was added and the resultant mixture was stirred for 20 h. The reaction mixture was 



mil 
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partitioned between ethyl acetate and water, washed with brine, dried over Na.SO, and 
concentrated in vacuo during which the product began to precipitate as a colorless solid 
Hexanes were added and the desired product was collected by vacuum filtration (1.8 g 91% 
yield) ES-MS (m/z) 458 [M+H] + . 



B ' £3-r5-(EthoxviminometT 1Y 1) (lH-inn a yo1-^-vni n h e nv1>-M-( 9- 
piperidvlet hvncarhoyamide-3Hr:i 

Anhydrous hydrogen chloride gas was bubbled into a suspension of [3-(5 
cyano-l-p» 

(952 mg, 2.08 mmol) in anhydrous ethanol (70 mL) at 0°C for 10 min. The reaction mixture 
was sealed, stirred at ambient temperature for several days and the bulk of the ethanol was 
removed in vacuo to give an off-white solid. The solid was suspended in anhydrous ethyl 
ether, filtered under a blanket of nitrogen, washed with copious amounts of ethyl ether 

15 7™ Ct&i *** V3CUUm t0 d6Sired P roduct ** a hygroscopic sohd (l'o7g 

97% yield) ES-MS (m/z) 421 [M+H] + (HC1 salt not detected). • ' 

N-(2-piperidvletbv1)p.a rboxamiflft 

20 „ - T ° 2 SUSpenSion of ( 3 "t 5 < etho ^nimomemyl)(lH-indazol-3-yl)]phenyl)-N- 

(2-pipendylethyl)carboxamide-3HCl (412 mg, 0.78 mmol) and N-amino-2- 

(dimethylamino)acetamide (275 mg, 2.35 mmol) in anhydrous methanol (5.0 mL) in a screw- 
top pressure tube was added sodium methoxide (626 mL of a 25% w/w in methanol) The 
tube was sealed, heated in a 105°C oil bath for 48 h and then concentrated to dryness 
^ Purification of the residue by preparatory TLC using 40% ethyl acetate in methanol gave the 
desired product after precipitation from methanol/ethyl acetate with ethyl ether (12 m* 3% 

7 85^7^ (DMS °" d6) 6 7 ^ S ' 1H) ' «* " 2H> ' 8 4 1H >' 81 - 8 0 0- 2H), 
X85 0>r d, IH), 7.7 - 7.6 (m, 2H), 3.6 (s, 2H), 3.5 - 3.3 (m, 2H), 2.5 - 2.2 (m, 6H), 2.2 ( S 

6H), 1.6-1.3 (m, 6H); ES-MS (m/z) 473 [M+H] + . 



30 



EXAMPLP. 1*6 

SYNTHESIS OF ([5-(3-BENZ0p]niRAN-2-YL(lH-INDA2OL-5-YL))(lH-l 2 4- 

TRIAZOI^3-YL)]METHYL)DIMETHYLAMINE 



35 
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A. 3-Benzord1furan-2-vl-l-Derhvdro-2H-pwan-2-vI-lH-indazole-5-carbonitrile 

3-Bromo-l-(tetrahydro-2-pyranyl)-lH-indazole-5-carbonitrile (l.OOg, 3.27 



Mill 



loI), 2-benzoforanboronic acid (795 mg, 4.90 mmol), Pd(dppf)Cl 2 CH 2 C1 2 (266 mg) and 
potassium phosphate (3.47 g, 16.35 ramol) in 1,2-dimethoxyethane (16.0 mL) was placed 
into a screw-top pressure tube and heated in a 95 °C oil bath for 21 h. The reaction mixture 
was cooled and partitioned between dichloromethane and water. The organic layer was 
separated, washed with satd. NaHC0 3 , brine, dried over MgS0 4 and concentrated in vacuo 
to give a residue which was purified by flash chromatography on silica gel with 30% ethyl 
acetate in hexane (R= 0.49) to afford the desired product (167 mg, 15% yield) as a pale 
orange foam. 

20 

B - <T5-( 3-Benz ofdl furan-2-vl- 1 -perhvdro-2H-pvran-2-vlf 1 H-indazol-5-vl YK 1 H-l .2.4- 
triazol-3-vl)1methvl)dimethvlamine 

To a suspension of 3-benzo[d]ftu*an-2-yl-l-perhydro-2H-pyran-2-yl-lH- 
indazole-5-carbonitrile (167 mg, 0.49 mmol) and N-amino-2-(dimethylamino)acetamide (171 

25 

mg, 1.46 mmol) in anhydrous methanol (1.0 mL) in a screw-top pressure tube was added 
sodium methoxide (445 |iL of a 25% w/w in methanol). The tube was sealed and heated in a 
100°C oil bath for 21 h. An additional amount of N-amino-2-(dimethylamino) acetamide 
(171 mg, 1.46 mmol) was added and the reaction heated for an additional 2 days. The 
reaction was cooled, evaporated to dryness and partitioned between ethyl acetate and satd. 

30 

ammonium chloride. The organic layer was separated, washed with brine, dried over MgS0 4 
and concentrated in vacuo to give a yellow solid. Purification of the residue by flash 
chromatography on silica gel using 5% methanol in dichloromethane then 20% methanol in 
dichloromethane gave the desired product (15 mg, 7% yield) as a pale yellow foam. ES-MS 
(m/z) 443 [M+H] + . 
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C - (F5-f34^cn/ofdlfur an-2-viriHMn d a zol-5-vn> (m. L 2,4-tri a7 .n]-^- 
vDlmethvndimethvlnmmo 

([5-(3-Benzo[d]furan-2-yl-l-perhydro-2H-pyran-2-yl(lH-indazol-5-yl))(lH- 
5 l,2,4-triazoI-3-yl)Jnicthyl)dimethylamine (15 mg, 0.034 mmol) in anhydrous HCI (5.0 mL of 
a 4 N solution in 1 ,4-dioxane) was vigorously stirred at ambient temperature for 18 h The 
reaction mixture was neutralized with the slow addition of satd. NaHC0 3 and extracted with 
ethyl acetate. The organic layer was washed with brine, dried over MgS0 4 and concentrated 
in vacuo to give a solid which was redissolved in a minimum amount of ethyl acetate and 
preempted with hexanes to give the desired product as an off-white powder. The product 
was further purified by preparatory HPLC using a 30-80% acetonitrile/water gradient with 
0.1% CF 3 C0 2 H. Fractions containing the desired product were pooled and evaporated to 
give a pale yellow solid which was partitioned between ethyl acetate and satd NaHCO The 
orgamc layer was separated, washed with brine, dried over MgS0 4 and concentrated in 
vacuo to give a solid which was dissolved in a mimmum amount of methanol/ethyl acetate 
and precipitated with hexanes. The solid was collected, washed with ethyl ether/hexanes and 
dried under vacuum to afford the desired product as a pale solid (5.0 mg, 41% yield) «H 
NMR (DMSO-d 6 ) 6 8.9 (s, 1H), 8.14 (dd, 1H), 7.8 - 7.6 (m, 3H), 7.46 (s, 1H), 7.4 - 7 26 
(m, 2H), 4.65 (s, 2H), 1 .85 (s, 6H); ES-MS (m/z) 359 [M+Hf. 
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EXAMPLE 367 

SYNTHESIS OF [3-(5-(3-[piMETHYLAMINO)METHYL](lH-l,2,4-TRIAZOL-5- 

YL))(lH-INDAZOL-3-YL))PHENYL]-N-BENZAMIDE 



25 




30 



A. 



P-fS-Cyano-l-perhy dro-^ H^ 

HOBT (93 1 mg, 6.88 mmol) was added in one portion to a solution of 3-(5- 
cyano-l-perhydro-2H-pyran-2-yl-lH-indazol-3-yl)benzoic acid (800 mg, 2.30 mmol) in 
anhydrous THF (20.0 mL) at ambient temperature. After 30 min EDAOHC1 (1 32 g 6 88 
^ mmol), aniline (628 uL, 7.48 mmol) and anhydrous DMF (10.0 mL) was added After 
stirring overnight, volatile materials were removed under reduced pressure and the residue 
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was partitioned between ethyl acetate and water. The organic layer was separated, washed 
with brine, dried over MgS0 4 and concentrated in vacuo to give a solid which was 
precipitated from ethyl acetate and methanol with hexanes to give the desired product (799 
mg, 82% yield) as a tan powder. ES-MS (m/z) 423 [M-f-H] + . 

5 

B. (345-fEthox\dminomethvl¥lH-m^ 

Anhydrous hydrogen chloride gas was bubbled into a suspension of [3-(5- 
cyano-l-perhydro-2H-pyran-2-yl(lH^ (620 mg, 1.47 

mmol) in anhydrous ethanol (30 mL) at 0°C for 10 min. The reaction mixture was sealed, 

10 stirred at ambient temperature for several days and the bulk of the ethanol was removed in 
vacuo to give an off-white solid. The solid was suspended in anhydrous ethyl ether, filtered, 
washed with copious amounts of ethyl ether, collected and dried under vacuum to give the 
desired product as an off-white solid (599 mg, 89% yield). ! H NMR (DMSO-J 5 ) 6-12.1 (br 
s, 1H), 1 1.1 (br s, 1H), 10.55 (s, 1H), 9.2 (s, 1H), 8.6 (s, 1H), 8.3 (d, 3H), 8.1 (t, 2H), 7.9 - 

15 7.6 (5H), 7.45 (t, 2H), 7.1 (t, 1H), 4.65 (q, 2H), 1.5 (t, 3H). 

C r3-(5-(3-rflDimethvlamino^ 
vl ) )ph en vll -N-bcnzamide 

To a suspension of (3-[5-(ethoxyiminomethyl)(lH-indazol-3-yl)]phenyl)-N- 
^benzamide-2HCl (250 mg, 0,55 mmol) and N-amino-2-(dimethylamino)acetamide (192 mg, 
1.64 mmol) in anhydrous methanol (3.0 mL) in a screw-top pressure tube was added sodium 
methoxide (3 14 ^iL of a 25% w/w in methanol). The tube was sealed, heated in a 100°C oil 
bath for 48 h and concentrated to dryness. Purification of the residue by preparatory TLC 
using 50 % ethyl acetate in methanol gave the desired product which was further purified by 
J precipitation from methanol with ethyl acetate and ether to give the title compound (47 mg, 
20%) as an off-white powder 'H NMR (DMSO-d 6 ) 6 10.45 (br s, 1H), 8.65 (s, 1H), 8.55 (s, 
1H), 8.2 (d, 1H), 8.1 (d, 1H), 8.0 (d, 1H), 7.8 (d, 2H), 7.75 - 7.65 (m, 2H), 7.35 (t, 2H), 7.1 
(t, 1H), 3.55 (s, 2H), 2.2 (s, 6H); ES-MS (m/z) 438 [M+H] + . 

30 EXAMPLE 368 

SYNTHESIS OF [3-(5-(3-[(DIMETHYLA^ 
YL))0H-INDAZOL-3-^ 



35 
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i-2>viriH>indazo1-3>y1)) P heny11>>J.f2l. 



A - r3-(5-Cva no- 1 -p erh 

fluorophertyncarboyamiH^ 

io ; " — 

A usina A. r „ C ° mP ° a " i PrePared '° *» J""*" of Example 367 

ttUBF (3.1 g, 22.95 mmol), EDAC HC1 (4 4 e 22 t. j ™ 

, , , **» ^.y5 mmol), anhydrous THF (50 0 mLl 

and anhydrous DMF n50mTU9ooa coo/ • ' 

15 [M+HT 51 } 25 3 yell ° W S ° M - ES " MS ^) 441 



B " ( 3 -r5-(Ethoxvimmom e thy 1> (l H-ind a ^l-^- y ^ lphRnv i ) . M .p_ 
fluorophen vncarhnv a™ ide-2Hf!1 

»B usta* n « ^ ? COniPOUnd ^ PrePared to *» *» "Sample 367 

fluomphenyl^amoxamide p 99 & 6 J9 ^ to ettawi (5oo 

~ "™ 1 0f 5 *** * ^ *■»■'"— to -»»• ■» **- compound (237 g 
74/.) as a yeUow solid. ES-MS (m/z) 403 [M+HT (HC1 salt not detected). 

" m u ^-f 3 -K°^^Yl"mino) m ethY nfm - l 2 4^ri,^.^ K , P , 
ailphenvll-N^fliioronhenyl^ar^ami^.^B^, 

Prepared aeeording to the procedure of Example 367 C using (3JS- 

3olt N -™---2-(<u-=«hylamino) acetamide (1.2 g, ,0.33 nunol) and sodi J 

me.hox.de (..8 mL of a 25% w/„ in methane.) in anhydrous memano, (20 0 mL) wil 
reacuon Ume of 1.5 days. Purification by flash chromatogmphy on silica ge, using Tot. 

rrt a soM wwch was *— * * » - 

«Int ft5 TT" " «" fc 1 6 * ^ After sfinmg a, ambien, 
winch was collected on a sintemd glass fimnel, washed win, methanol arm ethyl acle and 
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dried under vacuum to give the title compound (267 mg, 50% yield) as a light yellow solid 
'H NMR (DMSO-d 6 ) 6 13.5 (br s, 1H), 10.5 (s, 1H), 8.5 (s, 1H), 8.2 (br d, 1H), 8.1 (d, 1H), 
8.0 (d, 1H), 7.84 (dd, 2H), 7.75 - 7.6 (m , 2H), 7.2 (t, 2H), 3.6 (bs, 2H), 2.2 (s, 6H), ES- 
MS (m/z) 456 [M+H]\ 



EXAMPLE 369 

SYNTHESIS OF [3K5^3-[(DIMETHYLAMINO)METHYL](lH-l,2,4-TRIAZOL-5- 
YL))( 1 H-INDAZOL-3-YL))PHENYL] -N-IND AN-2-YL-C ARBOXAMIDE 



10 




15 



A. 



3-(5-Cvano-l-perhvdro-2 H-pvran-2-vl(lH-inda2ol-3-vn'>phenvl1-N-indan-2- 
ylcarboxamide 

The title compound was prepared in a similar fashion to that of Example 367 
A using the following amounts of reagents: 3-(5-cyano-l-perhydro-2H-pyran-2-yl-lH- 

20 indazol-3-yl)benzoic acid (800 mg, 2.29 mmol), 2-aminoindan hydrochloride (652 mg, 3.84 
mmol), HOBT (931 mg, 6.89 mmol), EDAC-HC1 (1.32g, 6.89 mmol) and triethylamine (535 
uL, 3.85 mmol) in anhydrous THF (20.0 mL) and anhydrous DMF (7.0 mL). Precipitation 
from methanol and ethyl acetate with hexanes afforded the desired compound (824 mg, 78% 
yield) as an off-white powder 'H NMR (DMSO-d 6 ) 6 8.87 (d, 1H), 8.7 (s, 1H), 8.39 (s, 1H), 

25 8.16 (d, 1H), 8.02 (d, 1H), 7.94 (d, 1H), 7.84 (dd, 1H), 7.62 (t, 1H), 7.3 - 7.1 ( m, 4H),' 
6.02 (dd, 1H), 4.78 - 4.7 (m,lH), 3.9 - 3.7 (m, 2H), 3.27 (dd, 2H), 2.98 (dd, 2H), 2.1-1.5 
(m, 6H). 



B. 



3-r5-(EthoxviminomethviyiH-mdazol -3-vD1phenvn-N-indan-2 -vlcarhnyflTniV1ft-9TTri 

30 • — — 

The title compound was prepared according to the procedure of Example 367 

B usmg [3-(5-cyano-l-perhydro-2H-pyran-2^ 

ylcarboxamide (820 mg, 1 .77 mmol) in anhydrous ethanol (40 mL) with a reaction time of 
19 h to afford the desired compound (870 mg, 98% yield) as a pale yellow powder. 'H NMR 
(DMSO-d,) 6 12.27 (br s, 1H), 11.2 (br s, 1H), 9.1 (s, 1H), 9.07 (d, 1H), 8.52 (s, 1H), 8.26 



35 
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(d, 1H), 7.98 (t, 2H), 7.80 (d, 1H), 7.64 (t, 1H), 7.24 - 7. 10 (m, 4H), 4.8 - 4.7 (m 1H) 
4.64 (q, 2H), 3.24 (dd, 2H), 3.06 (dd, 2H), 1 .5 (t, 3H). ' ' 

C. 



N-mdan-2-vlcarhoyamiHff 

The title compound was prepared according to the procedure of Example 367 
C using (3-[5-(ethoxyimmomethyl)(lH-indazol-3-yl)]phenyl)-N-indan-2- 
ylcarboxamide-2HCl (360 mg, 0.72 mmol), N-annno-2<dimemylamino) acetamide (254 mg 
2.17 mmol) and sodium methoxide (415 uL of a 25% w/w in methanol) in anhydrous 
methanol (4.0 mL) with a reaction time of 48 h. Purification of the residue by preparatory 
TLC usmg 50 % ethyl acetate in methanol gave the desired product which was further 
purified by precipitation from methanol and ethyl acetate with hexanes and ethyl ether to 
give the title compound (86 mg, 25% yield) as a colorless powder 'H NMR (DMSO-d ) 6 
13.9 (br s, 1H), 13.4 (br s, 1H), 8.85 (d, 1H), 8.6 (br s, 1H), 8.45 (s, 1H), 8.1 - 8.0 (m, 2H) 



15 



7.7 - 7.6 (m, 2H), 7.3 - 7.1 (m, 4H), 4.8 - 4.7 (m, 1H), 3.6 (br s, 2H), 3.25 (dd, 2H) 3 0 
(dd, 2H), 2.2 (s, 6H); ES-MS (m/z) 478 [M+H] + . 



20 



EXAMPLE 37f) 
SYNTHESIS OF [3-(5-(3-[(DnMETHYI^^^ 

YL))(lH-INDAZ0L-3-YL))PHEN^X]-N-CYCL0PR0PYLCAP30XAMIDE 



25 



30 




•an-2-vlf 1 H-indazol-3-vD) P hen vl]-NT- 



A. 



3-(5-Cva no-l -p erhY^rn-?W H 
cvclopropYl carboxamidft 

The title compound was prepared according to the procedure of Example 367 
A usmg the following amounts of reagents: 3-(5-cyano-l-perhydro-2H-pyran-2-yl-lH- 
indazol-3-yl) benzoic acid (600 mg, 1.73 mmol), cyclopropyl amine (358 uL, 5.17 mmol) 
HOBT (700 mg, 5.20 mmol), EDAC HC1 (1 .00 g, 5.20 mmol), anhydrous THF (15 0 mL) 
35 ^ + a ^ ydr ° US DMF < 4 '° ^ to «iva a pale solid (528 mg, 79% yield). ES-MS (m/z) 387 
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B. 



N-cvclopro pvl(3-r5-(ethoxviminoTTrethvnnH-inda7n1-^- 
vl)1phenvDcarboxamide-2HCl 



EtO 




10 Prepared according to the procedure of Example 367 B using [3-(5-cyano-l- 

perhydro-2H-pyran-2-yl(lH-indazol-3-yl))phenyl]-N-cyclopropylcarboxamide (528 mg, 1.37 
mmol) in anhydrous ethanol (50.0 mL) with a reaction time of 23 h to give a pale powder 
(520 mg, 90% yield) . ES-MS (m/z) 349 [M+H] + (HC1 salt not detected). 



15 



C. 



3-(5-(3-r(dimethvlamin o')methvnr 1 H-l .2.4-tria7.ol-5-vnV1 H-indazol-3-viy)phenv11- 
N-cvclopropvlcarboxamide 

The title compound was prepared according to the procedure of Example 367 
C using N-cyclopropyl(3-[5-(ethoxyiminomethyl)(lH-indazol-3- 

yl)]phenyl)carboxamide-2HCl (377 mg, 0.89 mmol), N-amino-2-(dimethylamino) acetamide 
(315 mg, 2.69 mmol) and sodium methoxide (5 1 5 uL of a 25% w/w in methanol) in 
anhydrous methanol (5.0 mL) with a reaction time of 24 h. Purification of the residue by 
flash chromatography on silica gel with 50% methanol in ethyl acetate gave the desired 
product as a light orange solid. Further purification by preparatory TLC using 50% methanol 
in ethyl acetate afforded the title compound (145 mg, 40% yield) as an off-white powder. 'H 
25 NMR (DMSO-d 6 ) 6 8.8 (br d, 1H), 8.7 (s, 1H), 8.4 (s, 1H), 8.14 - 8.05 (m, 2H), 7.84 (d, 
1H), 7.7 - 7.6 (m, 2H), 3.55 (s, 2H), 2.92 - 2.85 (m, 1H), 2.2 (s, 6H); ES-MS (m/z) 402 
[M+H] + . 



30 



EXAMPLE 371 

SYNTHESIS OF [3-(5-(3-[(DIMETHYLAMINO)METHYL](lH-l,2,4-TRIAZOL-5- 
YL))(lH-rNDAZOL-3-YL))PHENYL]-N-CYCLOBUTYLCAPJBOXAMIDE-2HCL 



35 
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A. 



10 



3-(5-Cvano-l-perhvdro- 2H-Dvraii-2-viriH-inda7ol-3-vmpheTivl1-N- 
cyclobutylcarboxamide 

The title compound was prepared in a similar fashion to that of Example 367 
A using the following amounts of reagents: 3-(5-cyano-l-perhydro-2H-pyran-2-yl-lH- 
indazol-3-yl)benzoic acid (800 mg, 2.29 mmol), cyclobutyl amine (738 uL, 8.64 mmol), 
HOBT (1.17 g, 8.70 mmol), EDAC HC1 (1.67 g, 8.70 mmol) in anhydrous THF (25.0 mL) 
15 and anhydrous DMF (7.0 mL). Precipitation from methanol and ethyl acetate with hexanes 
afforded the desired compound (826 mg, 72% yield) as an off-white powder. ES-MS (m/z) 
401 [M+H] + . 



B - N-Cvclobutyl(345-(ethox\dminometh viyiH-inda7.ol-3-vnipheriv ncarboxaTTiide?.Wri 

20 • ' " — 

The title compound was prepared according to the procedure of Example 367 

B using [3-(5-cyano- 1 -perhydro-2H-pyran-2-yl(lH-indazol-3-yl))phenyl]-N- 

cyclobutylcarboxamide (826 mg, 2.06 mmol) in anhydrous ethanol (65.0 mL) with a reaction 

time of 48 h to afford the desired compound (709 mg,79% yield) as an off-white powder. l H 

NMR (DMSO-rf,) 6 12.3 (br s, 1H), 11.2 (br s, 1H), 9.14 (s, 1H), 9.02 (d, 1H), 8.49 (s, 



25 



1H), 8.25 (d, 1H), 7.96 (dd, 2H), 7.80 (d, 1H), 7.63 (t, 1H), 4.65 (q, 2H), 4.55 - 4.40 (m, 
1H), 2.3 - 2.1 (m , 4H), 1.75 - 1.55 (m, 2H), 1.5 (t, 3H). 



C. 



'3-(5-(3-rtoimethv1amin o)memvlinH-1.2.^ 
N-cvclobutvlcarboxamide-2HCl 

30 

The title compound was prepared according to the procedure of Example 367 
C using N-cyclobutyl(3-[5Kemoxyiminomethyl)(l H-indazol-3-yl)]phenyl)carboxamide-2HCl 
(460 mg, 1.06 mmol), N-ammo-2-(dimemylamino) acetamide (372 mg, 3.17 mmol) and 
sodium methoxide (608 uL of a 25% w/w in methanol) in anhydrous methanol (7.0 mL) with 
a reaction time of 44 h. Purification of the residue by flash chromatography on silica gel with 
35 50% methanol in ethyl acetate gave the desired product as a pale yellow solid. The residue 
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was dissolved in a minimum amount of anhydrous methanol and excess 1 .0 N HC1 in 
anhydrous ethyl ether was added dropwise to precipitate the desired product as the bis- 
hydrochloride salt. The product was collected and dried under vacuum to afford the title 
compound (27 mg, 5% yield) as a light yellow powder. 'H NMR (DMSO-d 6 ) 6 10.6 (br s, 
5 1H), 8.89 (d, 1H), 8.84 (s, 1H), 8.4 (s, 1H), 8.17 (d, 1H), 8.12 (d, 1H), 7.91 (d, 1H), 7.76 
(d, 1H), 7.63 (t, 1H), 4.5- 4.4 (m, 1H), 4.44 (s, 2H), 2.83 (s, 6H), 2.23 - 2.0 (m, 4H), 1.72 - 
1.62 (m, 2H); ES-MS (m/z) 416 [M+H] + (HC1 salt not detected). 

EXAMPLE 372 

0 N-[4-(5-(2H- 1 ,2,3 ,4— TETRAZO-5-YL)(lH-INDAZOL-3-YL))PHENYL]-3- 

PYPJDYLCARB OXAMIDE 




A. 



S-^-Aminophenvn-l-Der hvdro^H-Dvran^-vl-lH-indazole-S-carbonitrile 

The title compound was prepared as described in Example 308, using 3- 
25 bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (2.102 g, 6.86 mmol), in 
ethylene glycol dimethyl ether (35 mL), 4-(4 > 4,5,5-tetramethyl-l,3,2-dioxaborolan-2- 
yl)aniline (2.274 g, 10.38 mmol), [l,r-bis(diphenylphosphino-ferrocene] complex with 
dichloromethane (1:1) (0.573 g, 0.70 mmol) and potassium phosphate (7337 g, 34.56 
mmol) (0.416 g, 19 % yield): ES-MS (m/z) 319 [M+l] + . 

30 



B. 



N-r4-('5-Cvano-l-pehvd ro-2H-pvran-2-vlilH-indazol-3-vn > >p henvll-^- 
pyridvlcarboxamide 



35 
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To a solution of 3K4-anHnophenyl)-l-perhydxo-2H-pyran-2-yl-lH-inda2ole- ' 
5-carbonitnle (0.459 g, 1.44 mmol) in tetrahydrofuran (15 mL) was added nicotinoyl 
chlonde hydrochloride (0.386 g, 2.17 mmol) and triethyl amine (1.00 mL, 7.17 mmol) The 
reaction mixture was stirred overnight at room temperature before being partitioned between 
ethyl acetate and water. The crude product was taken up in ethyl acetate and washed with 
saturated aqueous NaHC0 3 and partitioned. The aqueous layer was extracted twice with 
ethyl acetate, organics were combined, dried with Na 2 S0 4 , filtered, and volatile materials 
removed. The crude was used without further purification (0.433 g, 71% yield)- ES-MS 
(m/z) 424.0 [M+l] + . 



20 



25 



30 



N-r4-(5-(2H-1 ?-.3.4-Tetr fl7 n-^ y iyiH-ind^n1-^- Y 1) >r T,^ y n ^ . 




idyicarboxamide 
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The titled compound was prepared from N-[4-(5-cyano-l-pehydro-2H-pyran- 
2-yl(lH-indazol-3-y!))phcnyl]-3-pyridylcarboxamide (0.433 g, 1.02 mmol), azidotributyl tin 
(1.54 mL, 5.62 mmol) in toluene (10.5 mL) and heated to 1 15°C overnight. The volatile 
materials were removed after allowing the reaction to cool to room temperature to yield a 
5 brown oil. This crude product was taken up in toluene (35 mL) and hydrogen chloride was 
bubbled through the solution until the solution was saturated with the gas. The reaction was 
allowed to stir overnight at room temperature. The product was isolated using the 
procedure described in Example 161.C (0.062 g, 16% yield): 'H NMR (DMSO-dg) 13.30 
(br s, 1H), 10.71 (s, 1H), 9.16 (d, 1H), 8.77 (dd, 1H), 8.62 (s, 1H), 8.37 (d, 1H), 8.10 (dd, 
10 1H), 8.01 (m, 4H), 7.59 (m, 2H); ES-MS (m/z) 383.0 [M+l] + . 



15 



EXAMPLE 373 
1 -(5-( 1 H- 1 ^,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL)-3-(2. 

METHOXYETHOXY)BENZENE 



20 




•CH 3 



A. 



1 -(5-n H- 1 .2.4-Triazol-3- vn- 1 -Derhvdro-2H-pvran-2-vin H-indazol-3-viy>-3-(2- 
methoxvethoxvlbenzene 

The title compound was prepared from 3-(5-(lH-l,2,4-triazol-3-yl)-l- 
25 perhydro-2H-pyran-2-yI-lH-indazol-3-yl)phenol (0.401 g, 0.66 mmol), triphenyl phosphine 
(0.709 g, 2.70 mmol), diethyl azodicarboxylate (0.43 mL, 2.70 mmol), 2-methoxyethanol 
(0.21 mL, 2.70 mmol) in tctrahydrofuran (2.6 mL) and was allowed to stir at room 
temperature overnight. The product was diluted with ethyl acetate and washed with sodium 
bicarbonate (saturated aqueous). These layers were partitioned and the aqueous layer was 
30 extracted with ethyl acetate (2x). Organic fractions were combined, dried with sodium 
sulfate, filtered, and condensed. The compound was successful purified by column 
chromatography (Si0 2 , 30% ethyl acetate in hexanes). The crude intermediate was used 
without further purification: ES-MS (m/z) 420 [M+l] + . 



35 



B - 1 -(5-(lH-l .2.4-Triazol- VvDf 1 H-indazol-3-vlV3-(2-memoxyethny v )hpn^ng 
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lK5<lH-l,2,4-Triazol-3-yl)-l-perhydro-2H-pyran-2-yl(lH-indazol-3-yl))-3- 
(2-methoxyethoxy)benzene was subjected to 6 N hydrochloride solution (aqueous) (10 mL) 

10 and methanol (10 mL), and allowed to stir at 50°C overnight. The reaction was allowed to 
cool to room temperature, and basified to a pH~14 with 6 N sodium hydroxide solution 
(aqueous). This solution was extracted with ethyl acetate (3x), and then acidified to a pH~2 
using 6 N hydrochloride solution (aqueous). The acidic solution was extracted with ethyl 
acetate (3x), and organic fractions combined. The organics were washed with sodium 

15 bicarbonate (saturated aqueous), dried with sodium sulfate, filtered, and condensed. The 
compound was purified by preparative HPLC (15-80% acetonitrile in H z O, 30 min.) (0.014 
g, 6 % yield over 2 steps): 'H NMR (CD 3 OD) 6 8.71 (d, 1H), 8.45 (s, 1H), 8.07 (dd, 1H), 
7.67 (dd, 1H), 7.59 (d, 1H), 7.55 (m, 1H), 7.45 (t, 1H), 7.03 (dd, 1H), 4.22 (m, 2H), 3.79 
(m, 2H), 3.43 (s, 3H), 2.75 (br s, 1H); ES-MS (m/z) 383 [M+l] + . 

20 

EXAMPLE 374 
l-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL)-3-(3- 

PYRIDYLMETHOXY)BENZENE 

25 




30 The title compound was prepared from 3-(5-(lH-l,2,4-triazol-3-yl)-l- 

perhydro-2H-pyran-2-yl-lH-indazol-3-yl)phenol (0.394 g, 0.65 mmol), triphenyl phosphine 
(0.685 g, 2.61 mmol), diethyl azodicarboxylate (0.41 mL, 2.61 mmol), 3-pyridylcarbinol 
(0.26 mL, 2.67 mmol) in tetrahydrofuran (2.5 mL) and was allowed to stir at room 
temperature overnight. To this mixture 6 N hydrogen chloride (20 mL) was added and 

35 allowed to stir at room temperature for 5 hours. This reaction was extracted with diethyl 
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ether (3x), basified to pH~l 1 with 6 N sodium hydroxide (aqueous), extracted with ethyl 
acetate (3x). The organic fractions were combined and dried with sodium sulfate, filtered, 
and condensed. The compound was purified by column chromatography (Si0 2 , 100% ethyl 
acetate in hexanes to 95% ethyl acetate in 5% methanol) and preparative HPLC (15-80% 
5 acetonitrile to H 2 0, 30 min.) (0.028 g, 12 % yield over 2 steps): 'H NMR (CD 3 OD) 6 8:72 
(m, 2H), 8.51 (dd, 1H), 8.11 (br s, 1H), 8.03 (dd, 1H), 7.68 (m, 3H), 7.50 (m, 2H), 7.13 
(ddd, 1H), 5.30 (s, 2H); ES-MS (m/z) 369 [M+lf . 

EXAMPLE 375 

1 0 3-(5-(lH- 1 ,2,4-TRIAZOL-3-YL)-lH-INDAZOL-3-YL)BENZOIC ACID 



15 




.OH 



A. Methvl 3- ( 1 -perhvdro-2H-pyran-2-vl-5-f 1 -(triphenvlmethvlVl .2.4-triazol-3-vni-lH- 
indazol-3-vl)benzoate 

20 The title compound was prepared using 2-{3-bromo-5-[l- 

(triphenylmethyl)(l,23-triazol-3-yl)]-lH-mdazolyl}perhydro-2H-pyran (2.019 g, 3.42 
mmol), in ethylene glycol dimethyl ether (17 mL), 4-(4,4,5,5-tetramethyl-l,3,2- 
dioxaborolan-2-yl)aniline (0.880 g, 4.89 mmol), [l,r-bis(diphenylphosphino_-ferrocene] 
complex with dichloromethane (1:1) (0.281 g, 0.34 mmol) and potassium phosphate (3.581 

25 g, 16.87 mmol) (1.988 g, 90 % yield): ES-MS (m/z) 646.6 [M+l] + . 




35 
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The title compound was prepared using methyl 3-{l-perhydro-2H-pyran-2-yl- 
5-[l-(triphenyImethyW^ (0.125 g, 0.19 mmol), 

6 N sodium hydroxide (aqueous) (3 mL), and methanol (3 mL) heated at 60°C for 6 hours. 
The reaction was allowed to cool to room temperature, and extracted with diethyl ether (2x). 
5 The aqueous fraction was dropwise added to a 6 N hydrochloride solution (aqueous) to form 
a white precipitate, which is filtered and dried in a vacuum oven (0.018 g, 30% yield): l H 
NMR (DMSO-dJ 6 8.91 (m, 2H), 8.60 (s, 1H), 8.36 (d, 1H), 8.16 (d, 1H), 8.02 (d, 1H), 
7.75 (m, 2H); ES-MS (m/z) 306 [M+l]\ 



10 



EXAMPLE 376 

N-[4-(5-( 1H-1 ^,4-TRIAZOI^3-YL)(lH-INDAZOL-3-YL))PHEN^ 

PYRJDYL)ACETAMIDE 



15 



20 




To a solution of 4-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2 9 4- 
25 triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.306 g, 0.51 mmol) in tetrahydrofuran (4.5 
mL) was added nicotinoyl chloride hydrochloride (0.409 g, 0.79 mmol) and triethylamine 
(035 mL, 2.52 mmol). The reaction mixture was stirred overnight at room temperature, and 
quenched with methanol (0.20 mL). This mixture was washed with sodium bicarbonate 
(aqueous) and extracted with ethyl acetate (3x). The organic fractions were combined, dried 
with magnesium sulfate, filtered, and condensed resulting in a crude solid (0.346 g) that was 
used without further purification. This solid was dissolved in 6 N hydrochloride solution 
(aqueous) (5 mL) and 1,4-dioxane (5 mL) and allowed to stir at room temperature 
overnight. The reaction was quenched by adding the reaction mixture dropwise to a solution 
of sodium bicarbonate (saturated aqueous) to form a precipitate, which was filtered and 
35 dried in a vacuum oven overnight. (0.109 g, 56% yield): 2 H NMR (DMSO-d 6 ) 6 9.12 (d, 
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1H), 8.78 (dd, 1H), 8.72 (s, l.H), 8.34 (dt,lH), 8.29 (s, 1H), 8.04 (m, 5H), 7.68 (d, 1H), 
7.60 (ddd, 1H); ES-MS (m/z) 382 [M+l] + . 



EXAMPLE 377 

N-[4K5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL]-2- 

PHENYLACETAMDDE 



10 



15 




The title compound was prepared as described in Example 376, using 4-{l- 
perhydro-2H-pyran-2-yl-5-[l -(triphenylmethyl)(l ,2,4-txiazol-3-yl)]-lH-indazol-3- 
20 yljphenylamine (0.303 g, 0.50 mmol) in tetrahydrofuran (4.5 mL) was added benzoyl 
chloride (0.10 mL, 0.76 mmol) and triethylamine (0.35 mL, 2.52 mmol). The final crude 
product was purified by preparative HPLC (30-80% acetonitrile to H 2 0, 30 min.) (0.010 g, 5 
% yield): 'H NMR (DMSO-d 6 ) 6 10.37 (s, 1H), 8.68 (br s, 1H), 8.07 (d, 1H), 7.95 (br s, 
2H), 7.80 (d, 2H), 7.69 (br s, 1H), 7.30 (m, 5H), 3.69 (s, 2H); ES-MS (m/z) 395 [M+l] + . 



25 



EXAMPLE 378 

N-[4-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL]-2- 

METHOXYACETAMIDE 



30 



35 
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The title compound was prepared as described in Example 376, using 4-{l- 
perhydro-2H-pyran^2=ylo^[ 1 -(triph^ylmethylXl ,2,4-triazol-3-yl)]-l H-indazol-3- 
15 yl}phenylamine (0.302 g, 0.50 mmol) in tetrahydrofuran (4.5 mL) was added methoxyacetyl 
chloride (0.07 mL, 0.75 mmol) and triethylamine (0.35 mL, 2.52 mmol). The final crude 
product was purified by preparative HPLC (5-100% acetonitrile to H z O, 30 min.) (0.015 g, 9 
% yield): ! H NMR (CD30D) 6 8.75 (d, 1H), 8.40 (s, 1H), 8.10 (dd, 1H), 8.02 (d, 2H), 7.83 
(d, 2H), 7.68 (dd, 1H), 4,09 (s, 2H), 3.52 (s, 3H); ES-MS (m/z) 349 [M+l] + . 

20 

EXAMPLE 379 

N44-(5<lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL]-2- 

pIMETHYLAMESfO)ACETAMIDE 



H 




NH 

30 0=^ 

H 3 C— N 

CH 3 



The title compound was prepared as described in Example 379, using 4-{l- 
35 perhydxo-2H-pyran-2-yl-5-[ Htnpte 
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yl}phenylamine (0.304 g, 0.50 mmol) in methylene chloride (3 mL) was added N,N- 
dimethylglycine hydrochloride (0.137 g, 0.98 mmol), 1-hydroxybenzotriazole (0.081 g, 0.60 
mmol), and l-ethyl-(3-dimethylaminopropyl) carbodiimide hydrochloride (0.115 g, 0.60 
mmol). The final crude product was purified by preparative HPLC (10-70% acetonitrile in 
5 H 2 0, 20 min.) (0.029 g, 16 % yield): 'H NMR (DMSO-d 6 ) 6 14.3 (br s, 1H), 13.38 (br si 
1H), 9.91 (s, 1H), 8.69 (s, 1H), 8.08 (d, 1H), 7.95 (d, 2H), 7.87 (d, 2H), 7.68 (d, 1H), 3.12 
(s, 2H), 2.30 (s, 6H); ES-MS (m/z) 362 [M+l] + . 

EXAMPLE 380 

0 [4-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3- 

YL))PHENYL](METHYI^ULFONYL)AMINE 



15 



20 




The title compound was prepared as described in Example 376, using 4-{l-perhydro- 
2H-pyran-2-yl-5-[ 1 -(triphenylmemyl)(l ,2,4-M 

(0.258 g, 0.43 mmol) in tetrahydrofuran (4.5 mL) was added methanesulfonyl chloride (0.05 
mL, 0.64 mmol) and triethylamine (0.30 mL, 2.14 mmol). The final crude product was 
purified by preparative HPLC (10-100% acetonitrile to H 2 0, 20 min.) (0.042 g, 28 % yield): 
'H NMR (CD30D) 6 7.93 (dd, 1H), 8.54 (br s, 1H), 8.29 (dd, 1H), 8.20 (m, 2H), 7.87 (dd, 
1H), 7.62 (m, 2H), 3.23 (s, 3H); ES-MS (m/z) 355 [M+l] + . 

30 EXAMPLE 381 

[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL]-N-(2- 

METHOXYETHYL)CARBOXAMIDE 



35 
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A. 3-Bromo-l-perhvdro-2H-pwan-2-vl-lH-indazole-5-carboxainide 

The title compound was prepared by adding the 3-bromo-l-perhydro-2H- 
1 0 pyran-2-yl- 1 H-indazole-5 -carbonitrile (15.20 g, 49.65 mmol), ethanol (130 mL), 30% 
hydrogen peroxide (aqueous) (130 mL), and 6 N sodium hydroxide (aqueous) (9 mL) to a 2 
liter round bottom flask. This mixture was heated at 50°C for 1 hour, and removed from the 
heat to allow to cool to room temperature. The pH was adjusted to -3 by adding 6*N 
hydrochloride solution (aqueous) resulting in a precipitate. This precipitate was filtered and 
15 washed with water (15.13 g, 94%): ES-MS (m/z) 324 [M+l] + . 

B. 2-(5-(lH-l ,2,4-Triazol-3-vlV3-bromo-lH--indazolvDperhvdro>2H-pvran 

The title compound was prepared by reacting 3-bromo~l -perhydro-2H-pyran- 
2-yl-lH-indazole-5-carboxamide (15.13 g, 46.67 mmol) with N,N-dimethylformamide 
20 dimethyl acetal (134 mL) and heating to 80°C for 3 hours. The reaction was allowed to cool 
to room temperature, and condensed to a brown oil that was exposed to atmospheric 
conditions minimally. To the crude oil was added glacial acetic acid (220 mL) and hydrazine 
(23 mL), and then the mixture was heated to 1 15°C for 1.5 hours. The reaction was allowed 
to cool to room temperature, and subsequently added to water (500 mL) resulting in the 

or 

formation of a white precipitate which was filtered and dried in a vacuum oven (15.05 g, 
93% yield): ES-MS (m/z) 350 [M+l] + . 

C 2-f3-Bromo-5-ri-ftriphenvlme^ 
pvran 

30 
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2-(5-(lH-l,2,4-Triazol-3-yl)-3-bromo-lH-^ 

10 (15.05 g, 43.22 mmol), triphenylmethyl chloride (19.54 g, 70.09 mmol), and triethylamine 
(9.9 mL, 71.02 mmol) was taken up in pyridine (115 mL) and heated at 50°C overnight. The 
reaction was quenched with methanol (10 mL), cooled to room temperature, and condensed. 
The brown oil was dissolved in ethyl acetate and washed with sodium bicarbonate*(saturated 
aqueous). Upon sonication in a ultrasonic bath a white to yellow precipitate formed that was 

" filtered and washed with 10% ethyl acetate in hexanes. The precipitate was dried in a 
vacuum oven overnight (23.80 g, 93% yield): ES-MS (m/z) 590 [M+l]"". 

D. Methyl 3- ( 1 -perhvdro-2H-pvran-2-vl-5-ri>ftriphenvlmethvl¥ 1 .2.4-triazol-3-vW- 1H- 
indazol-3 - vl) benzoate 

2® The title compound was prepared as described for Example 375 A. 

E. r3^5-(lH-L2.4-Triazol-3-vniH-indazol-3-vnphenvl1-N-(2- 
methoxvethvPcarboxamide 

25 




30 

The title compound was prepared by dissolving methyl 3-{l-perhydro-2H- 
pyran-2-yl-5-[l -(triphenylmethyl)(l ,2,4-tri azol-3 -yl)] - lH-indazol-3-yl}benzoate (0.403 g, 
0.62 mmol) and lithium hydroxide (0.052 g, 2.17 mmol) in tetrahydrofuran (3 mL) and water 
(2 mL). This reaction mixture was heated to 50°C reacted overnight. The reaction was 
35 monitored by thin layer chromatography (100% ethyl acetate). To this reaction, 1- 
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hydroxybenzotriazole (0.256 g, 1.89 mmol), l-ethyl-(3-dimethylaminopropyl) carbodiimide 
hydrochloride (0.369 g, 1.92 mmol), and 2-methoxyethylamine (0.16 mL, 1.87 mmol) were 
added and allowed to stir overnight at room temperature. The reaction was then diluted with 
ethyl acetate and washed with a 1 :1 solution of sodium chloride (saturated aqueous): sodium 
J bicarbonate (saturated aqueous) and partitioned. The aqueous layer was extracted with ethyl 
acetate (2x), and the organic layers were combined, dried with sodium sulfate, filtered, and 
condensed. The crude solid was subsequently taken up in 4 N hydrochloride solution in 
dioxane (8 mL), and stirred at 50°C overnight. The reaction was quenched by adding the 
mixture dropwise to sodium bicarbonate (saturated aqueous) (1 00 mL). The mixture was 
*® then extracted with ethyl acetate (3x), and the organics combined, dried with sodium sulfate, 
filtered, and condensed. The compound was purified by preparative HPLC (10-80% 
acetonitrile in H 2 0, 20 min.) (0.019 g, 9 % yield): ] H NMR (CD 3 OD) 6 8.74 (s, 1H), 8.41 (t, 
1H), 8.25 (br s, 1H), 8.15 (dt, 1H), 8.07 (d, 1H), 7.86 (dt, 1H),-Z63 ( dd, 2H), 3.5fr(s, 4H), 
3.35 (s, 3H); ES-MS (m/z) 363 [M+l] + . 

15 

EXAMPLE 382 
[3-(5-(lH-l ,2,4-TRIAZOI^3-YL)(^^ 



20 




25 

The title compound was prepared as described in Example 381, using methyl 
3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)(l ,2,4-triazol-3-yl)]-lH-indazol-3- 
yl}benzoate (0.407 g, 0.63 mmol) and lithium hydroxide (0.065 g, 2.17 mmol) in 
tetrahydrofuran (3 mL) and water (2 mL); 1 -hydroxybenzotriazole (0.255 g, 1.89 mmol), 

30 aniline (0.172 mL, 1.89 mmol), l-ethyl-(3-dimethylaminopropyl) carbodiimide hydrochloride 
(0.362 g, 1.89 mmol), and additional tetrahydrofuran (2 mL); 4 N hydrochloride solution in 
dioxane (10 mL). The final crude product was purified by preparative HPLC (10-80% 
acetonitrile in H 2 0, 20 min.) (0.007 g, 3 % yield over 3 steps): l H NMR (CD30D) 6 8.82 (s, 
1H), 8.56 (t, 1H), 8.38 (br s, 1H), 8.25 (dt, 1H), 8.12 (d, 1H), 8.01 (dt, 1H), 7.73 (m, 4H), 

35 7.38 (t, 2H), 7.17 (t, 1H); ES-MS (m/z) 381.0 [M+l] + . 
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EXAMPLE 383 

[3K5KlH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL]-N-(2- 

PHENETHYL)CARBOXAMIDE 



10 




The title compound was prepared as described in Example 381, using methyl 
3- {1 -perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l ,2,4-triazol-3-yl)]-lH-indazol-3- 
yl}benzoate (0.405 g, 0.63 mmol) and lithium hydroxide (0.061 g, 2.04 mmol) in 

" tetrahydrofuran (3 mL) and water (2 mL); 1-hydroxybenzotriazole (0.256 g, 1.89 mmol), 
phenethylamine (0.239 mL, 1.89 mmol), l-ethyl-(3-dimethylaminopropyl) carbodiimide 
hydrochloride (0.363 g, 1.89 mmol), and additional tetrahydrofuran (2 mL); 4 N 
hydrochloride solution in dioxane (10 mL). The final crude product was purified by 
preparative HPLC (10-90% acetonitrile to H 2 0, 20 min.) (0.020 g, 8 % yield over 3 steps): 

20 'H NMR (CD 3 OD) 6 8.77 (s, 1H), 8.40 (br s, 1H), 8.39 (s, 1H), 8.19 (d, 1H), 8.13 (d, 1H), 
7.85 (d, 1H), 7.67 (m, 2H), 7.27 (m, 4H), 7.14 (m, 1H), 3.66 (t, 2H), 2.97 (t, 2H); ES-MS 
(mix) 409 [M+l] + . 

EXAMPLE 384 

25 [3-(5-(lH-l,2,4-TRlAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL-N-(2- 

PIPERIDYLETHYL)CARBOXAMIDE 



30 
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The title compound was prepared as described in Example 381, using methyl 
3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)( 1 ,2,4-triazol-3-yl)] - 1 H-indazol-3- 
yl}benzoate (0.402 g, 0.62 mmol) and lithium hydroxide (0.083 g, 1.98 mmol) in 
tetrahydrofuran (3 mL) and water (2 mL); 1-hydroxybenzotriazole (0.255 g, 1.89 mmol), 1- 
(2-aminoethyl)piperidine (0.267 mL, 1.87 mmol), l-emyl-(3-dimemylaminopropyl) 
carbodiimide hydrochloride (0.361 g, 1.88 mmol), and additional tetrahydrofuran (2 mL); 4 
N hydrochloride solution in dioxane (10 mL). The final crude product was purified by 
preparative HPLC (10-90% acetonitrile in H 2 0, 20 min.) (0.072 g, 28 % yield over 3 steps): 
! H NMR (CD 3 OD) 6 8.80 (dd, 1H), 8.47 (t, 1H), 8.24 (s, 1H), 8.21 (dt, 2H), 8.13 (dd, 1H), 
7.91 (dt, 1H), 7.67 (d, 2H). 3.62 (t, 2H), 2.65 (t, 2H), 2.55 (br s, 4H), 1.63 (m, 4H), 1.48 (d, 
2H); ES-MS (m/z) 416 [M+l] + . 

EXAMPLE 385 

3- {3-[N-(2-PIPERIDYLETHYL)CARBAMOYL]PHENYL} -1H-INDAZOLE-5- 

CARBOXAMIDE 



25 




A - Methyl 3-(5-carbamovl- l-perhvdro-2H-pvran-2-vl-lH-indazol-3-vnbenzoate 

The title compound was prepared as described in Example 381, using 3- 
bromo-l-perhydro-2H-pyran-2-yl-lH-mdazole-5-carboxamide (5.007 g, 15.54 mmol), in 
35 ethylene glycol dimethyl ether (77 mL), 3-methoxycarbonylphenyl boronic acid (4.175 g, 
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23.20 mmol), [ 1 ,r-bis(diphcnylphosphino-ferrocene] complex with dichloromethane (1:1) 
(1.105 g, 1.35 mmol) and potassium phosphate ( 16.408 g, 77.29 mmol) (1.190 g, 20% 
yield): ES-MS (m/z) 3S0 [M+l]\ 

B. 3-(3-rN-(2-Pipcridvlethvl)carbamovl]phenvl>-lH-mdazole-5-carboxamide 



10 




15 

* * - 

The title compound was prepared as described in Example 381 E, using 
methyl 3-(5Tcarbamoyl-l-perhydro-2H-pyran-2-yl-lH-indazol-3-yl)benzoate (0.297 g, 0.78 
mmol) and lithium hydroxide (0.102 g, 2.43 mmol) in tetrahydrofuran (2.5 mL) and water (2 
mL); 1 -hydroxy-7-azabenzotriazole (0.325 g, 2.39 mmol), l-(2-aminoethyl)piperidine (0..335 

2 ^ mL, 2.39 mmol), l-ethyl-(3-dimethylaminopropyl) carbodiimide hydrochloride (0.452 g, 2.35 
mmol), and additional tetrahydrofuran (2 mL); 4 N hydrochloride solution in dioxane (10 
mL). The final crude product was purified by preparative HPLC (5-40% acetonitrile to H 2 0, 
30 min.) (0.025 g, 8 % yield over 3 steps): 'H NMR (CD 3 OD) 6 8.71 (s, 1H), 8.47 (t, 1H), 
8.19 (dt, 1H), 8.01 (dd, 1H), 7.91 (dt, 1H), 7.66 (t, 2H), 3.62 (t, 2H), 2.65 (t, 2H), 2.57 (br 

25 s, 4H), 1.65 (m, 4H), 1.51 (d, 2H); ES-MS (m/z) 392.4 [M+l] + . 



EXAMPLE 386 

[3-(5-(lH-l,2,4-TRlAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL-N-(2-MORPHOLIN-4- 

YLETH YL) C ARB OXAMIDE 

30 



35 
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O 



' The title compound was prepared as described in Example 381, using methyl 3- { 1 - 

perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)(l ,2,4-triazol-3-yl)]- lH-indazol-3- 
yl}benzoate (0.595 g, 0.92 mmol) and lithium hydroxide (0.069 g, 2.87 mmol) in 
tetrahydrofuran (3 mL) and water (2 mL); 1-hydroxybenzotriazole (0.373 g, 2.76 mmol), 4- 
(2-aminoethyl)morpholine (0.362 mL, 2.76 mmol), l-emyl-(3-dimemylaminopropyl) 

5 carbodiimide hydrochloride (0.535 g, 2.79 mmol), and additional tetrahydrofuran (2 mL); 4 
N hydrochloride solution in dioxane (10 mL). The final crude product was purified by 
preparative HPLC (10-90% acetonitrile in H z O, 20 min.) (0.030 g, 8 % yield over 3 steps): 

. l H NMR (CD 3 OD) 6 8.82 (t, 1H), 8.47 (t, 1H), 8.29 (s, 1H), 8.22 (dt, 1H), 8.14 (dd, 1H), 
7.92 (dt, 1H), 7.67 (t, 2H), 3.70 (t, 4H), 3.62 (t, 2H), 2.67 (t, 2H), 2.58 (t, 4H); ES-MS 

} (m/z)418[M+l] + . 



EXAMPLE 387 

[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-ENDAZOL-3-YL))PHENYL-N- 

CYCLOHEXYLCARBOXAMIDE 

25 




The title compound was prepared as described in Example 381, using methyl 
3 5 3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)( 1 ,2,4-triazol-3-yl)]- 1 H-indazol-3- 
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yl}benzoate (0.401 g, 0.62 mmol) and lithium hydroxide (0.046 g, 1:92 mmol) in 
tetrahydrofuran (3 mL) and water (2 mL); 1-hydroxybenzotriazole (0.252 g, 1.86 mmol), 
cyclohexylamine (0.213 mL, 1.86 mmol), l-ethyl-(3-dimethylaminopropyl) carbodiimide 
hydrochloride (0.357 g, 1 .86 mmol), and additional tetrahydrofuran (2 mL); 4 N 
^ hydrochloride solution in dioxane (10 mL). The final crude product was purified by 
preparative HPLC (10-90% acetonitrile to H 2 0, 20 min.) (0.015 g, 6 % yield over 3 steps): 
'H NMR (CD 3 OD) 6 8.79 (s, 1H), 8.43 (t, 1H), 8.40 (br s, 1H), 8.19 (dt, 1H), 8.12 (d, 1H), 
7.88 (dt, 1H), 7.70 (d, 1H), 7.65 (t, 1H), 3.92 (brs, 1H), 2.01 (m, 2H), 1.83 (m, 2H), 1:71 
(d, 1H), 1.43 (m, 4H), 1.25 (m, 1H); ES-MS (m/z) 387 [M+l] + . 

10 

EXAMPLE 388 

[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL-N- 

CYCLOPENTYLCARBOXAMIDE 

15 

H 



20 




The title compound was prepared as described in Example 381, using methyl 
3- { l-perhydro-2H-pyran-2-yl-5-[l -(triphenylmethyl)(l ,2,4-triazol-3-yl)]- lH-indazol-3- 
yl}benzoate (0.402 g, 0.62 mmol) and lithium hydroxide (0.045 g, 1.88 mmol) in 

2* tetrahydrofuran (3 mL) and water (2 mL); 1-hydroxybenzotriazole (0.253 g, 1.87 mmol), 
cyclopentylamine (0.184 mL, 1.87 mmol), l-ethyl-(3-dimethylaminopropyl) carbodiimide 
hydrochloride (0.360 g, 1.88 mmol), and additional tetrahydrofuran (2 mL); 4 N 
hydrochloride solution in dioxane (10 mL). The final crude product was purified by 
preparative HPLC (10-90% acetonitrile to H z O, 20 min.) (0.012 g, 5 % yield over 3 steps): 

30 'H NMR (CD3OD) 6 8.80 (s, 1H), 8.44 (s, 1H), 8.20 (d, 1H), 8.13 (d, 1H), 7.89 (dd, 1H), 
7.70 (d, 1H), 7.66 (t, 1H), 3.60 (m, 1H), 2.07 (m, 2H), 1.82 (m, 2H), 1.68 (m, 4H); ES-MS 
(m/z) 373 [M+l] + . 

EXAMPLE 389 

35 
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[3-(5-( 1 1 1-1 ,2.4-TRlAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL-N-(4- 

FLUOROPHENYL)CARBOXAMIDE 




* " The title compound was prepared as described in Example 381, using methyl 

3- { 1 -perhydro-2H-pyran-2-yl-5-[Htripte 

yl}benzoate (0.400 g, 0.62 mmol) and lithium hydroxide (0.046 g, 1.92 mmol) in 
tetrahydrofuran (3 mL) and water (2 mL); 1-hydroxybenzotriazole (0.254 g, 1.88 mmol), 4- 
flouroaniline (0.176 mL, 1.86 mmol), l-ethyl-(3-dimemylaminopropyl) carbodiimide 
^ hydrochloride (0.361 g, 1 .88 mmol), and additional tetrahydrofuran (2 mL); 4 N 
hydrochloride solution in dioxane (10 mL). The final crude product was purified by 
preparative HPLC (30-80% acetonitrile in H 2 0, 20 min.) (0.017 g, 7 % yield over 3 steps): 
! H NMR (CD 3 OD) 6 S.82 (dd, 1H), 8.57 (t, 1H), 8.37 (s, 1H), 8.26 (dt, 1H), 8.13 (dd, 1H), 
8.01 (dt, 1H), 7.75 (m, 4H), 7.13 (t, 2H); ES-MS (m/z) 399 [M+l] + . 

20 

EXAMPLE 390 

[3-(5-(lH-l ,2,4-TRJAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL-N- {2-[ 1-BENZYL(4- 

PIPERIDYL)]ETHYLCARBOXAMIDE 

25 
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The title compound was prepared as described in Example 381, using methyl 
3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)(l ,2 ,4-triazol-3-yl)]- lH-indazol-3- 
yl}benzoate (0.800 g, 1 .24 mmol) and lithium hydroxide (0.090 g, 3.76 mmol) in 
tetrahydrofuran (4 mL) and water (2 mL); 1-hydroxybenzotriazole (0.506 g, 3.74 mmol), 4- 
(2-aminoethyl)-l-benzylpiperidine (0.820 mL, 3.72 mmol), l-ethyl-(3-dimethylaminopropyl) 
carbodiimide hydrochloride (0.716 g, 3.74 mmol), and additional tetrahydrofuran (4 mL); 4 
N hydrochloride solution in dioxane (15 mL). The final crude product was purified by 
preparative HPLC (10-90% acetonitrile in H z O, 20 min.) (0.007 g, 1 % yield over 3 steps): 
'H NMR (CD 3 OD) 6 8.80 (s, 1H), 8.43 (t, 1H), 8.38 (s, 1H), 8.21 (dt, 1H), 8.13 (dd, 1H), 
7.89 (dt, 1H), 7.68 (m, 2H), 7.33 (m, 5H), 3.62 (s, 2H), 3.49 (t, 2H), 2.99 (d, 2H), 2.17 (t, 
2H), 1.85 (d, 2H), 1.62 (dd, 2H), 1.40 (m, 3H); ES-MS (m/z) 506 [M+l] + . 

EXAMPLE 391 

[3-(5-( 1 H- 1 ^,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL-N-((lR,2R)-2- 

PHENYLCYCLOPROPYL)CAKBOXAMIDE 



20 




O 



The title compound was prepared as described in Example 381, using methyl 
3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)(l ,2,4-triazol-3-yl)]- lH-indazol-3- 
yl}benzoate (0.600 g, 0.93 mmol) and lithium hydroxide (0.067 g, 2.79 mmol) in 
tetrahydrofuran (4 mL) and water (2 mL); 1-hydroxybenzotriazole (0.380 g, 2.81 mmol), 
frans-2-phenylcyclopropylamine hydrochloride (0.474 g, 2.79 mmol), l-ethyl-(3- 
dimethylaminopropyl) carbodiimide hydrochloride (0.540 g, 2.81 mmol), and additional 
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tetrahydrofuran (4 mL); 4 N hydrochloride solution in dioxane (12 mL). The final crude 
product was purified by precipitation from hexanes in ethyl acetate (0.046 g, 12 % yield over 
3 steps): *H NMR (CD 3 OD) 8 8.99 (d, 1H), 8.79 (s, 1H), 8.47 (t, 1H), 8.21 (dt, 1H), 8.12 
(d, 1H), 7.92 (dt, 1H), 7.68 (dd, 2H), 7.23 (m, 5H), 3.11 (m, 1H), 2.24 (m, 1H), 1.37 (m, 
5 2H); ES-MS (m/z) 421 [M+l] + . 

EXAMPLE 392 

[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL-N- 

CYCLOPROPYLCARBOXAMIDE 

10 



15 




The title compound was prepared as described in Example 381, using methyl 
3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)(l ,2,4-triazol-3-yl)]- lH-indazol-3- 

20 yl}benzoate (0.405 g, 0.63 mmol) and lithium hydroxide (0.050 g, 2.09 mmol) in 

tetrahydrofuran (2.5 mL) and water (1.5 mL); 1-hydroxybenzotriazole (0.257 g, 1.90 mmol), 
cyclopropylamine (0.130 mL, 1.88 mmol), l-ethyl-(3-dimethylaminopropyl) carbodiimide 
hydrochloride (0.364 g, 1 .90 mmol), and additional tetrahydrofuran (2.5 mL); 4 N 
hydrochloride solution in dioxane (10 mL). The final crude product was purified by 

2 * precipitation from hexanes in ethyl acetate (0.073 g, 34 % yield over 3 steps): 'H NMR 
(CD 3 OD) 6 8.79 (s, 1H), 8.43 (t, 1H), 8.40 (br s, 1H), 8.20 (dt, 1H), 8.12 (dd, 1H) 7.88 (dt, 
1H), 7.70 (dd, 1H), 7.66 (t, 1H), 2.92 (m, 1H), 0.85 (m, 2H), 0.72 (m, 2H);* ES-MS (m/z) 
345 [M+l] + . 



30 



EXAMPLE 393 

[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-n^AZOL-3-YL))PHENYL-N-(3- 

PYRIDYL)CARBOXAMIDE 



35 
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The title compound was prepared as described in Example 381, using methyl 
1 0 3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)(l ,2,4-triazol-3-yl)]-lH-indazol-3- 
yl}benzoate (0.400 g, 0.62 mmol) and lithium hydroxide (0.045 g, 1.88 mmol) in 
tetrahydrofuran (2.5 mL) and water (1.5 mL); 1-hydroxybenzotriazole (0.255 g, 1.89 mmol), 
3-aminopyridine (0.257 g, 2.73 mmol), l-ethyl-(3-dimethylaminopropyl) carbodiimide 
hydrochloride (0.357 g, 1.86 mmol), and additional tetrahydrofuran (2.5 mL); 4 N 
hydrochloride solution in dioxane (10 mL). The final crude product was purified by 
precipitation from hexanes in ethyl acetate (0.045 g, 19 % yield over 3 steps): 'H NMR 
(CD 3 OD) 8 9.02 (d, 1H), 8.87 (s, 1H), 8.62 (t, 1H), 8.30 (m, 3H), 8.18 (d, 1H), 8.03 (dt, 
1H), 7.98 (s, 1H), 7.74 (t, 1H) 7.61 dd, 1H), 7.48 (m, 1H); ES-MS (m/z) 382 [M+l] + . 

20 EXAMPLE 394 

[3-(5-(lH-l,2,4-TRIAZOLO-YL)(lH-INDAZOL-3-YL))PHENYL-N-(5,6,7,8- 

TETRAHYDRONAPHTHYL)CARBOXAMIDE 



25 




30 

The title compound was prepared as described in Example 381, using methyl 
3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)(l ,2,4-triazol-3 -yl)]- lH-indazol-3- 
yl}benzoate (0.401 g, 0.621 mmol) and hthium hydroxide (0.048 g, 2.00 mmol) in 
tetrahydrofuran (2.5 mL) and water (1.5 mL); 1-hydroxybenzotriazole (0.252 g, 1.86 mmol), 
35 1,2,3,4-tetrahydro-l-naphthylamine (0.288 mL, 1.96 mmol), l-ethyl-(3- 
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dimethylaminopropyl) carbodiimide hydrochloride (0.360 g, 1 .88 mraol), and additional 
tetrahydrofuran (2.5 mL); 4 N hydrochloride solution in dioxane (10 mL). The final crude 
product was purified by preparative HPLC (30-80% acetonitrile in H z O, 20 min.) (0.035 g, 
13 % yield over 3 steps): 'H NMR (CD 3 OD) 8 8.82 (s, 1H), 8.59 (s, 1H), 8.37 (br s, 1H), 
5 8.26 (dt, 1H), 8.12 (d, 1H), 8.04 (d, 1H), 7.72 (t, 2H), 7.24 (d, 1H), 7.15 (t, 1H), 7.05 (d, 
1H), 2.81 (m, 4H), 1.81 (m, 4H); ES-MS (m/z) 435 [M+l] + . 

EXAMPLE 395 

[3-(5-(lH-l,2,4-TRIAZOI^3-YL)(lH-INDAZOL-3-YL))PHENYL-N-[l-BENZYL(4- 
0 PIPERIDYL)]CARBOXAMIDE 



15 




20 

The title compound was prepared as described in Example 381, using methyl 
3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmemyl)(l,2,4-triazol-3-yl)]-lH-indazol-3- 
yl}benzoate (0.401 g, 0.62 mmol) and lithium hydroxide (0.049 g, 2.05 mmol) in 
tetrahydrofuran (2.5 mL) and water (1.5 mL); 1-hydroxybenzotriazole (0.254 g, 1.88 mmol), 

25 4-amino-l-benzylpiperidine (0.380 mL, 1.86 mmol), l-ethyl-(3-dimethylaminopropyl) 
carbodiimide hydrochloride (0.360 g, 1.88 mmol), and additional tetrahydrofuran (2 mL); 4 
N hydrochloride solution in dioxane (10 mL). The final crude product was purified by 
precipitation from hexanes in ethyl acetate (0.040 g, 13 % yield over 3 steps): 'H NMR 
(CD 3 OD) 8 8.80 (dd, 1H), 8.44 (t, 1H), 8.36 (br s, 1H), 8.20 (dt, 1H), 8.12 (dd, 1H), 7.89 

30 (ddd, 1H), 7.70 (dd, 1H), 7.66 (t, 2H), 7.34 (m, 5H), 3.98 (m, 1H), 3.64 (s, 2H), 3.02 (d, 
2H), 2.30 (t, 2H), 2.01 (d, 2H), 1.77 (m, 2H); ES-MS (m/z) 478 [M+l] + . 

EXAMPLE 396 

[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL-N-[l- 
35 BENZYLP YRROLIDIN- 3 - YL] C ARB OXAMIDE 
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5 




O 



The title compound was prepared as described in Example 381, using methyl 
3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)( 1 ,2,4-triazol-3-yl)]- lH-indazol-3- 
yl}benzoate (0.402 g, 0.62 mmol) and lithium hydroxide (0.048 g, 2.00 mmol) in 
tetrahydrofuran (2.5 mL) and water (1.5 mL); 1-hydroxybenzotriazole (0.254 g, 1.88 mmol), 
l-benzyl-3-aminopyrrolidine (0.336 g, 1.91 mmol), l-emyl-(3-dimethylaminopropyl) 
carbodiimide hydrochloride (0.359 g, 1.87 mmol), and additional tetrahydrofuran (2 mL); 4 
N hydrochloride solution in dioxane (10 mL). The final crude product was purified by 
precipitation from hexanes in ethyl acetate (0.01 5 g, 5 % yield over 3 steps): 'H NMR 
(CD 3 OD) 8 8.79 (dd, 1H), 8.46 (t, 1H), 8.36 (s, 1H), 8.20 (dt, 1H), 8.13 (dd, 1H), 7.90 (dt, 
1H), 7,71 (dd, 1H), 7.66 (t, 1H), 7.33 (m, 5H), 4.62 (m, 1H), 3.73 (d, 2H), 3.00 (dd, 1H), 
2.88 (m, 1H), 2.67 (m, 2H), 2.40 (m, 1H), 1 .92 (m, 1H); ES-MS (m/z) 464 [M+l] + . 



25 



EXAMPLE 397 

[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYX-N- 

(METHYLETHYL)CARBOXAMIDE 



30 




The title compound was prepared as described in Example 381, using methyl 
3-{l-perhydro-2H-pyran-2-yl-5-[l-(triph 
35 yl}benzoate (0.402 g, 0.62 mmol) and lithium hydroxide (0.046 g, 1 .92 mmol) in 
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tetrahydrofuran (2.5 mL) and water (1.5 mL); 1-hydroxybenzotriazole (0.255 g, 1.89 mmol), 
isopropylamine (0.159 mL, 1.87 mmol), l-ethyl-(3-dimethylaminopropyl) carbodiimide 
hydrochloride (0.360 g, 1.88 mmol), and additional tetrahydrofuran (2 mL); 4 N 
hydrochloride solution in dioxane (10 mL). The final crude product was purified by 
5 precipitation from hexanes in ethyl acetate (0.060 g, 28 % yield over 3 steps): ! H NMR 
(CD 3 OD) 6 8.79 (dd, 1H), 8.43 (t, 1H), 8.39 (br s, 1H), 8.19 (dt, 1H), 8.11 (dd, 1H), 7.88 
(dt, 1H), 7.70 (dd, 1H), 7.65 (t, 1H), 4.27 (m, 1H), 1.30 (d, 6H); ES-MS (m/z) 347 [M+l] + . 

EXAMPLE 398 

10 [3-(5^1H-l,2ATRIAZOL^3-YL)(lH-INDAZOL-3-YL))^ 

CYCLOBUTYLCARBOXAMIDE 



15 




20 

The title compound was prepared as described in Example 381, using methyl 
3- { 1 -perhydro-2H-pyran-2-yl-5-[l -(triphenylmethyl)(l ,2,4-triazol-3-yl)]-lH-indazol-3- 
yl}benzoate (0.647 g, 1.00 mmol) and lithium hydroxide (0.073 g, 3.05 mmol) in 
tetrahydrofuran (3.5 mL) and water (2 mL); 1-hydroxybenzotriazole (0.406 g, 3.00 mmol), 
cyclobutylamine (0.256 mL, 3.00 mmol), l-ethyl-(3-dimethylaminopropyl) carbodiimide 

25 hydrochloride (0.575 g, 3.00 mmol), and additional tetrahydrofuran (2 mL); 4 N 
hydrochloride solution in dioxane (10 mL). The final crude product was purified by 
precipitation from hexanes in ethyl acetate (0.023 g, 6 % yield over 3 steps): 'H NMR 
(CD 3 OD) 6 9.29 (s, 1H), 8.85 (d, 1H), 8.48 (t, 1H), 8.20 (dt, 1H), 8.09 (dd, 1H), 7.92 (dt, 
1H), 7.83 (dd, 1H), 7.68 (t, 1H), 4.57 (m, 1H), 2.37 (m, 2H), 2.17 (m, 2H), 1.82 (m, 2H); 

30 ES-MS (m/z) 359 [M+l] + . 

EXAMPLE 399 

[3K5<lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL-N-(4- 

P YRID YL)C ARB OXAMIDE 



35 
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The title compound was prepared as described in Example 381, using methyl 
3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)(l ,2,4-triazol-3-yl)]-lH-indazol-3- 

10 yl}benzoate (0.499 g, 0.773 mmol) and lithium hydroxide (0.057 g, 2.38 mmol) in 

tetrahydrofuran (2 mL) and water (1.5 mL); Coupling was performed after volatiles were 
removed with O-benzotriazol-lyl-iV^AT,^^ hexaflourophosphate 
(0.326 g, 0.859 mmol), 4-aminopyridine (0.085 g, 0.903 mmol), and JV^cfcmethylfonnamide 
(4 mL); 4 N hydrochloride solution in dioxane (10 mL). The final crude product was purified 

^ by precipitation from hexanes in ethyl acetate (0.023 g, 6 % yield over 3 steps): *H NMR 
(CD 3 OD) 8 8.85 (s, 1H), 8.59 (t, 1H), 8.47 (dd, 2H), 8.30 (d, 1H), 8.24 (s, 1H) ; 8.15 (dd, 
1H), 8.03 (dt, 1H), 7.92 (dd, 2H), 7.74 (t, 1H), 7.68 (d, 1H); ES-MS (m/z) 382 [M+l]\ 

EXAMPLE 400 

20 SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N-(2- 

HYDROXYETHYL)CARBOXAMIDE 



25 




A. r3-(4-nuorophenvl)nH-inda2ol-5-vD]-N-(2'hvdroxvethvl)carboxamide 

The title compound was prepared as described in Example 76. To a solution 

30 of 3-(4-fluorophenyl)-lH-indazole-5-carboxylic acid (0.200 g, 0.781 mmol) in 

tetrahydrofuran (5 mL) was added 1-hydroxybenzotriazole hydrate (0.3 16 g, 2.34 mmol) 
followed by l-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.449 g, 2.34 
mmol), ethanolamine (0.141 mL, 2.34 mmol) and N,N-dimethylformamide (2 mL). The 
solution was stirred for 16 h at room temperature. Water (40 mL) was added and the solid 

35 was filtered and dried in a vacuum oven which gave the title compound (0.161 g, 69% yield): 
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'H NMR (DMSO-d 6 ) 5 13.45 (s, 1H), 8.61 (t, 1H), 8.56 (s, 1H), 8.08 (AB quartet, 2H), 7.93 
(dd, 1H), 7.62 (d, 1H), 7.40 (t, 2H), 4.76 (t, 1H), 3.54 (q, 2H), 3.80 (q, 2H); ES-MS (m/z) 
300 [M+l] + . 



10 



EXAMPLE 401 

SYNTHESIS OF [3<4-I^UOROPHENYL)(lH-INDAZOL-5-YL)]-N-(3 

HYDROXYPROP YL) C ARB OXAMIDE 



15 




A. r3-f4-Fluor ophenvnflH-indazol-5-vni-N-r3-hvdrox\T3ropvncarboxamide 

The title compound was prepared as described in Example 76. To a solution 
of 3-(4-fluorophenyl)-lH-indazole-5-carboxylic acid (0.200 g, 0.781 mmol) in 

20 

tetrahydrofuran (5 mL) was added 1-hydroxybenzotriazole hydrate (0.316 g, 2.34 mmol) 
followed by l-(3-dimemylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.449 g, 2.34 
mmol), 3-amino-l-propanol (0.178 mL, 2.34 mmol) and N,N-dimethylformamide (2 mL). 
The solution was stirred for 16 h at room temperature. Water (40 mL) was added and the 
solid was filtered and dried in a vacuum oven to give the title compound (0.192 g, 78% 
25 yield): 'H NMR (DMSO-d^ 8 13.45 (s, 1H), 8.59 (t, 1H), 8.53 (s, 1H), 8.08 (AB quartet, 
2H), 7.91 (dd, 1H), 7.62 (d, 1H), 7.40 (t, 2H), 4.50 (t, 1H), 3.48 (q, 2H), 3.36 (q, 2H), 1.71 
(pentet, 2H); ES-MS (m/z) 314 [M+l] + . 

EXAMPLE 402 

30 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-n<IDAZOL-5-YL)]-N-(2- 

METHOXYETHYL) C ARB OXAMIDE 



35 
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A. f 3-(4-FluorophcnvO( 1 H-indazol-5-vlVl-N-( 2-methoxvethvrtoarboxamide 

The title compound was prepared as described in Example 76. To a solution 

10 of 3-(4-fluorophenyI)-lH-indazole-5-carboxylic acid (0.200 g, 0.781 mmol) in 

tetrahydrofuran (5 mL) was added 1-hydroxybenzotriazole hydrate (0.316 g, 2.34 mmol) 
followed by l-(3-dimcthylaminopropyl)-3-e1iiylcarbodiimide hydrochloride (0.449 g, 2.34 
mmol), 2-methoxycthylamine (0.203 mL, 2.34 mmol) and N,N-dimethylformamide (2 mL). 
The solution was stirred for 16 h at room temperature. Water (40 mL) was added and the 

1^ reaction mixture was extracted with ethyl acetate. The combined organic layers were dried 
. over anhydrous sodium sulfate, filtered and evaporated. The residue was purified by 
preparative HPLC (10-90% acetonitrile/water). The pure fractions were made basic with 
ammonium hydroxide, and the solution evaporated under reduced pressure, diluted with 
water and filtered to give the title compound (0. 1 62 g, 66% yield): l H NMR (DMSO-d 6 ) 5 

20 13.45 (s, 1H), 8.70 (t, 1H), 8.56 (s, 1H), 8.08 (AB quartet, 2H), 7.92 (dd, 1H), 7.63 (d, 1H), 
7.40 (t, 2H), 3.49 (s, 3H), 3.34 (m, 2H), 3.28 (s, 2H); ES-MS (m/z) 314 [M+lf. 



EXAMPLE 403 

25 SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-I>nDAZOL-5-YL)]-N-(OXOLAN-2. 

YLMETHYL)CARBOXAMIDE 



30 




A. [3-(4-FluorophenviyiH"indazol-5-vD1-N-(oxolan-2-vlmethvDcarboxamide 

The title compound was prepared as described in Example 76. To a solution 

35 

of 3-(4-fluorophenyl)-lH-indazole-5-carboxylic acid (0.200 g, 0.781 mmol) in 
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tetrahydrofuran (5 mL) was added 1-hydroxybenzotriazole hydrate (0.316 g, 2.34 mmol) 
followed by l-(3-dimethylaminopropyl)-3-ethylcarbocUiinide hydrochloride (0.449 g, 2.34 
mmol), tetrahydrofurfurylamine (0.242 mL, 2.34 mmol) and N,N-dimethylformamide (2 mL). 
The solution was stirred for 16 h at room temperature. Water (40 mL) was added and the 

5 reaction mixture was extracted with ethyl acetate. The combined organic layers were dried 
over anhydrous sodium sulfate, filtered and evaporated. The residue was purified by 
preparative HPLC (10-90% acetonitrile/water). The pure fractions were made basic with 
ammonium hydroxide, the solution evaporated under reduced pressure, diluted with water 
and filtered which gave the title compound (0.198 g, 74% yield): l H NMR (DMSOd 6 ) 5 

10 13.43 (s, 1H), 8.71 (t, 1H), 8.56 (m, 1H), 8.08 (AB quartet, 2H), 7.92 (dd, 1H), 7.62 (dd, 
1H), 7.40 (t, 2H), 4.01 quartet, 1H), 3.79 (q, 1H), 3.63 (q, 1H), 3.36 (m, 2H), 1.97 (m, 1H), 
1.83 (m, 2H), 1.62 (m, 1H); ES-MS (m/z) 340 [M+l] + . 

EXAMPLE 404 

15 SYNTHESIS OF 3-(2H,3H-BENZO[E]l,4-DIOXIN-6-YL)-lH-INDAZOLE-5- 

CARBOXAMIDE 



20 




A. 3-f2H.3H-Benzore11.4-dioxin-6-vlVlH-indazole-5-carbonitrile 
-5 The title compound was prepared as described in Example 405 using 3- 

bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.354 g, 1.15 mmol), in 
ethylene glycol dimethyl ether (20 mL), 2H,3H-benzo[e]l,4-dioxin-6-boronic acid (0.250 g, 
1.39 mmol)', [l,l'-bis(diphenyl phosphino-ferrocene] complex with dichloromethane (1:1) 
(0.094 g, 0.1 1 mmol) and potassium phosphate (2.40 g, 1 1.5 mmol). Solvent was removed 
30 using a rotary evaporator and purification of the residue by column chromatography (silica 
gel, 20% ethyl acetate/hexanes) gave a solid. Methanol (30 mL) and aqueous 6 N 
hydrochloric acid (30 mL) were added to the solid and the mixture was heated at 45 °C for 5 
h. Water (30 mL) was added and the solid was filtered and dried in a vacuum oven to afford 
the title compound (0.230 g, 71% yield over 2 steps): ES-MS (m/z) 278 [M+l] + . 

35 
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B. 3-(2H.3H-Benzo[e] 1 yMioxin-6-vlV lH-indazole-5-carboxamide 

A mixture of 3-(2H3H-benzo[e]l,4-dioxin-6-yl)-lH-indazole-5-carbonitrile 
(0.230 g, 0.83 mmol), 95% ethanol, aqueous 30% hydrogen peroxide (3 mL), and 6.0 N 
aqueous sodium hydroxide (1 mL) was heated at 45 °C for 3 h. The reaction mixture was 
5 diluted with water (80 mL) and acidified to pH 6 with 3 N hydrochloric acid. The solid was 
filtered and dried in a vacuum oven and gave the title compound (0.098 g, 50% yield): l K 
NMR (DMSO-d 6 ) 5 13.31 (s, 1H), 8.55 (s, 1H), 8.17 (br s, 1H), 7.92 (d, 1H), 7.57 (d, 1H), 
7.52 (m, 2H), 7.31 (br s, 1H), 7.02 (d, 1H) 3 4.32 (s, 4H); ES-MS (m/z) 296 [M+l] + . 



10 



EXAMPLE 405 
SYNTHESIS OF 6-(5-(lH-l,2,4-TRIAZOL-3-YL^ 

BENZO[E] 1 ,4-DIOXIN 



15 




HN-N 



90 

A. 6-(5-aH-L2,4-Triazol-3-vlMH-ind^^ 

The title compound was prepared by heating a mixture of 3-(2H 9 3H- 
benzo[e]l,4-dioxin-6-yl)-lH-indazole-5-carboxamide (0.098 g, 0.33 mmol), and N,N- 
dimethylformamide dimethyl acetal (30 mL) at 90°C for 2 h. The reaction mixture was 
evaporated. To the concentrate was added glacial acetic acid (40 mL) and anhydrous 

25 

hydrazine (0.50 mL). The mixture was stirred overnight at room temperature. Water (40 mL) 
was added to the mixture, and the acetic acid was removed on a rotary evaporator. The 
remaining mixture was extracted with ethyl acetate. The combined organic extracts were 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
column chromatography (silica gel, 75% ethyl acetate/hexanes) afforded the title compound 
ov (0.80 g, 75% yield): ! H NMR (DMSO-d 6 ) 5 14.33 (br d, 1H), 13.38 (br s, 1H), 8.64 (s, 1H), 
8.08 (d, 1H), 7.68 (d, 1H), 7.47 (m, 1H), 7.06 (d, 1H), 4.33 (s, 4H); ES-MS (m/z) 320 
[M+l] + . 



EXAMPLE 406 

35 SYNTHESIS OF 3-(3-QUINOLYL)-lH-INDAZOLE-5-CARBOXAMIDE 
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A. 3-( L 1 -Dimeth yl-l -stamaethvlVl -perhvdro-2H-pvran~2"Yl'lH>indazole-5- 
carbonitrile 

A mixture of 3-bromo-l-perhydro-2H-pyran-2-yl-l H-indazole-5-carbonitrile 
^(0.311 g, 1.0 mmol), telrakis(triphenylphosphine)palladitxtn (0.115 g, 0.1 mmol) and 
hexamethylditin (1 .0 g, 3.0 mmol) in dioxane (10 mL) was heated at 80°C for 2 h. The 
reaction mixture was cooled and aqueous 10% potassium fluoride (10 mL) was added. The 
mixture was extracted with ethyl acetate. The combined organic extracts were dried over 
anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by column 
" chromatography (silica gel, 7-10% ethyl acetate/hexanes) afforded the title compound (0.250 
g, 63% yield): ES-MS (m/z) 390 [M+l]\ 

B. 3-( 3-Ouinolvl)- 1 H-indazole-5-carboxamide 

A mixture of the 3 -( 1 , 1 -dimethyl- 1 -stannaethyl)- 1 -perhydro-2H-pyran-2-yl- 
20 lH-indazole-5-carbonitrile (0.250 g, 0.64 mmol), 3-bromoquinoline (0.088 mL, 0.64 mmol) 
and tetrakis(triphenylphosphine)palladium (0.074 g, 0.064 mmol) in N,N-dimethylformamide 
(5 ml) was heated at 80 °C for 14 h. The mixture was cooled to room temperature, diluted 
with water and the filtered solid was dried in the vacuum oven. Purification of the solid by 
column chromatography (silica gel, 30% ethyl acetate/hexanes) gave an intermediate solid 
25 which was dissolved in methanol (30 mL). Aqueous 6 N hydrochloric acid (30 mL) was 
added and the mixture heated at 45 °C for 4 h. The reaction mixture was poured into water, 
basified with potassium carbonate and the yellow solid collected by suction filtration. A 
mixture of this product, methanol (20 mL), aqueous 6 N sodium hydroxide (2 mL) and 
aqueous 30% hydrogen peroxide (3 mL) was heated at 45 °C for 3 h. Water (30 mL) was 
30 added and the solid collected. Purification of the residue by preparative HPLC (20-80% 
acetonitrile/water) gave the title compound (0.075 g, 41% yield): J H NMR (DMSO-d 6 ) 6 
13.73 (s, 1H), 9.61 (d, 1H), 9.01 (s, 1H), 8.81 (s, 1H), 8.22 (m, 2H), 8.11 (d, 1H), 8.02 (d, 
1H), 7.83 (t, 1H), 7.71 (t, 2H), 7.43 (br s, 1H); ES-MS (m/z) 289 [M+l] + . 

35 EXAMPLE 407 
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SYNTHESIS OF 3-(6-METHOXY-2-NAPHTH^ 




A. 3-(6-Methoxv-2-naphthvlVlH-indazole-5-carbonitrile 

The title compound was prepared as described in Example 408 using 3- 
bromo- 1 -perhydro-2H-pyran-2-yl- 1 H-indazole-5-carbonitrile (0.500 g, 1.6 mmol), in 
ethylene glycol dimethyl ether (30 mL), 6-methoxynaphthalene-2-boronic acid (0.395 g, 2.0 
mmol), [l,r-bis(diphenylphosptono-ferrocene] complex with dichloromethane (Irl) (0.133 
g, 0.16 mmol) and potassium phosphate (3.5 g, 16.3 mmol). Solvent was removed using a 
15 rotary evaporator and purification of the residue by column chromatography (silica gel, 20% 
ethyl acetate/hexanes) gave a solid. Methanol (50 mL) and aqueous 6 N hydrochloric acid 
(50 mL) were added to the solid and the mixture was heated at 45 °C for 5 h. One half of the 
methanol was evaporated, water was added and the solid filtered and dried in a vacuum oven 
to afford the title compound (0.230 g, 47% yield over 2 steps): ES-MS (m/z) 300 [M+l] + . - 

20 

B. 3-f6-Mcthoxv-2-naphthylVlH-indazole-5-carboxamide 

A mixture of 3-(6-methoxy-2-naphthyl)-lH-indazole-5-carbonitrile (0.230 g, 
0.77 mmol), 95% ethanol (6 mL), aqueous 30% hydrogen peroxide (3 mL), and 6.0 N 
aqueous sodium hydroxide (1 mL, mmol) was heated at 45 °C for 3 h. The reaction mixture 
25 was diluted with water (30 mL) and acidified to pH 6 with 3 N hydrochloric acid. The solid 
was filtered and dried in a vacuum oven to give product (0.050 g, 20% yield): 'H NMR 
(DMSO-d 6 ) 5 13.45 (s, 1H), 8.72 (s, 1H), 8.50 (s, 1H), 8.18 (s, 1H), 8.15 (d, 1H), 8.02 (d, 
1H), 7.95 (d, 1H), 7.61 (d, 1H), 7.37 (m, 2H), 7.22 (dd, 1H); ES-MS (m/z) 318 [M+l] + . 

30 EXAMPLE 408 

SYNTHESIS OF 6-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))-2- 

METHOXYNAPHTHALENE 



35 
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A. 6-(5-aH-1.2.4-Triazol-3-vlVm 

*® A mixture of 3-(6-methoxy-2-naphthyl)-lH-indazole-5-carboxaroide (0.10 g, 

0.31 mmol), and N,N-dimethylformamide dimethyl acetal (50 mL) was heated at 90°C for 2 
h. The reaction mixture was evaporated and to the concentrate was added glacial acetic acid 
(40 mL) and anhydrous hydrazine (1 mL). The mixture was stirred overnight at room 
temperature. Water (30 mL) was added to the mixture, and the acetic acid was removed on a 

" rotary evaporator. The remaining mixture was extracted with ethyl acetate. The combined 
organic extracts were dried over anhydrous sodium sulfate, filtered and evaporated. 
Purification of the residue by column chromatography (silica gel, 75% ethyl acetate/hexanes) 
afforded the title compound (0.065 g, 25% yield): J H NMR (DMSO-d 6 ) 8 14.32 (d, 1H), 
13.46 (d, 1H), 8.82 (d, 1H), 8.48 (d, 1H), 8.08 (m, 4H), 7.73 (dd, 1H), 7.42 (s, 1H), 7.25 (t, 

20 1H); ES-MS (m/z) 342 [M+l] + . 

EXAMPLE 409 



SYNTHESIS OF 3-(3-(3-QUINOYL)-lH-INDAZO^ 



25 




30 A. 3-(3^3-QuinovlVlH-indazol-5-vlVlH>L2.4-triazole 

A mixture of 3-(3-quinolyl)-lH-indazole-5-carboxamide (0.045 g, 0.16 
mmol), and N,N-dimethylformamide dimethyl acetal (30 mL) was heated at 90 °C for 2 h. 
The reaction mixture was evaporated and to the concentrate was added glacial acetic acid 
(30 mL) and anhydrous hydrazine (0.5 mL). The mixture was stirred overnight at room 

35 

temperature. Water (30 mL) was added to the mixture and acetic acid was removed on a 

-379- 



JNSDOCID: <WO 0210137A2J_> 



WO 02/10137 



PCTYUS01/23890 



rotary evaporator. The remaining mixture was extracted with ethyl acetate. The combined 
organic extracts were dried over anhydrous sodium sulfate, filtered and evaporated. 
Purification of the residue by column chromatography (silica gel, 75% ethyl acetate/hexanes) 
afforded the title compound (0.025 g, 50% yield): ] H NMR (DMSO-d 6 ) 5 9.56 (t, 1H), 8.86 
5 (s, 1H), 8.74 (s, 1H), 8.15 (d, 1H), 8.08 (m, 2H), 7.90 (d, 1H), 7.75 (t, 1H), 7.65 (d, 2H); 
ES-MS (m/z) 3 1 3 [M+l ] + . 

EXAMPLE 410 

SYNTHESIS OF 3-(2,3-DIHYDROBENZO|B]FURAN-5-YL)-lH-IN^ 
10 CARBOXAMIDE 



15 




A. 3 -(2 3 -Dihvdrobenzo rb] furan-5 -vlV 1 H-indazole-5-carbonitrile 

The title compound was prepared as described in Example 411, using 3- 
bromo- 1 -perhycho-2H-pyran-2-yl- 1 H-indazole-5-carbonitrile (0.750 g, 2.45 mmol), in 

20 

ethylene glycol dimethyl ether (50 mL), 2,3-dihydrobenzo[b]furan-5-boronic acid (0.480 g, 
2.9 mmol), [l,l'-bis(diphenylphosphino-ferrocene] complex with dichloromethane (1:1) 
(0.200 g, 0.20 mmol) and potassium phosphate (5.2 g, 24 mmol). Solvent was removed using 
a rotary evaporator and purification of the residue byxolumn chromatography (20% ethyl 
acetate/hexanes) gave a solid. Methanol (50 mL) and aqueous 6 N hydrochloric acid (50 mL) 

25 

were added to the solid and the mixture was heated at 45 °C for 5 h. Water (40 mL) was 
added and the solid was filtered and dried in a vacuum oven to afford the title compound 
(0.350 g, 64 % yield over 2 steps): ES-MS (m/z) 262 [M+l] + . . 

B. 3-(23-Dihvdroben2orb1furan-5--vlVlH-indazole'5-carboxamide 

30 

A mixture of 3-(2,3-dihydrobenzo[b]fura^-5-yl)-lH-indazole-5-carbonitrile 
(0.50 g, 1.9 mmol), 95% ethanol (6 mL), aqueous 30% hydrogen peroxide (3 mL), and 6.0 N 
aqueous sodium hydroxide (1 mL) was heated at 45 °C for 3 h. The reaction mixture was 
diluted with water (40 mL) and acidified to pH 6 with 3 N hydrochloric acid. The solid was 
filtered and dried in a vacuum oven to give product (0.080 g, 53% yield): J H NMR (DMSO- 



35 
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d 6 ) 5 13.22 (s, 1H), 8.54 (s, 1H), 8.12 (s, 1H), 7.90 (d, 2H), 7.76 (d, 1H), 7.55 (d, 1H), 7.32 
(s, 1H), 6.91 (d, 1H), 4.59 (t, 2H), 3.28 (t, 2H); ES-MS (m/z) 280 [M+l] + . 

EXAMPLE 41 1 

SYNTHESIS OF 5-(5-(lH-l,2,4-TRIAZOL-3-YL)-lH-lNDAZOL-3-YL)-2 5 3- 

DIHYDROBENZO[B]FURAN 



10 




A - 5-(5-(lH-l,2,4-Triazol-3-vn-lH-indaz ol-3-vlV2.3-dihvdrobenzorhl fiiran « 

A mixture of 3-(2,3-dmydrobenzo|>]furan-5-yl)-lH-indazole-5-carbonitrile 
(0.080 g, 0.29 mmol), and N,N-dimethylformamide dimethyl acetal (80 mL) was heated at 
90°C for 2 h. The reaction mixture was evaporated and to the concentrate was added glacial 
acetic acid (40 mL) and anhydrous hydrazine (1 mL). The mixture was stirred overnight at 
room temperature. Water (40 mL) was added to the mixture and the acetic acid was removed 
on a rotary evaporator. The remaining mixture was extracted with ethyl acetate. The 
combined organic extracts were dried over anhydrous sodium sulfate, filtered and 
evaporated. Purification of the residue by column chromatography (silica gel, 75% ethyl 
acetate/hexanes) afforded the title compound (0.095 g, 100% yield): l H NMR (DMSO-d 6 ) 6 
14.20 (br s, 1H), 13.30 (s, 1H), 8.64 (s, 1H), 8.18 (br s, 1H), 8.07 (d, 1H), 7.86 (s, 1H), 7.74 
(d, 1H), 7.67 (d, 1H), 6.96 (d, 1H), 4.62 (t, 2H), 3.31 (t, 2H); ES-MS (m/z) 304 [M+l] + . 

EXAMPLE 41 2 

SYNTHESIS OF N-[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3- 

YL))PHENYL]BENZAMIDE 

30 




A - N-rS-fS-dH-l^^-Triazol- S-vlVlH-indazol-S-vn^henvnbenzamide 
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To a solution of 3-{l-perhydro-2H-pyran-^^ 
triazolO-yl)]-lH-indazol-3-yl}phenylamine (0.200 g, 0.33 mmol) in pyridine (2 mL) was 
added benzoyl chloride (0.046 mL, 0.40 mmol). The reaction was stirred at room 
temperature for 15 h. Water (10 mL) was added and the solid collected by suction filtration. 
5 The solid was dried in a vacuum oven for 3 h. The residue was dissolved in 4 N hydrochloric 
acid in 1,4-dioxane (10 mL) and the mixture was stirred at room temperature for 2 h. After 
neutralization with aqueous sodium bicarbonate, the reaction mixture was extracted with 
ethyl acetate. The combined organic fractions were dried over anhydrous sodium sulfate, 
filtered and evaporated. Addition of dichloromethane (10 mL) to the residue gave a solid 
10 which was isolated by filtration. (0.069 g, 55% yield): *H NMR (DMSO-d 6 ) 8 14.10 (br s, 
1H), 13.44 (br s, 1H), 10.50 (s, 1H), 8.74 (s, 1H), 8.48 (s, 1H), 8.03 (td, 4H), 7.74 (m, 2H), 
7.58 (m, 4H); ES-MS (m/z) 381 [M+l] + . 



15 



EXAMPLE 413 

SYNTHESIS OF N43K5KlH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3 
YL))PHENYL](2,4-DICHLOROPHENYL)CARBOXAMIDE 



20 




A. N-r3-(5-aH-L2.44riazol-3-vl¥^ 
carboxamide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 

25 

tnazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.200 g, 0.33 mmol) in pyridine (2 mL) was 
added 2,4-dichlorobenzyl chloride (0.056 mL, 0.40 mmol). The reaction was stirred at room 
temperature for 15 h. Water (10 mL) was added and the solid collected by suction filtration. 
The solid was dried in a vacuum oven for 3 h. The residue was dissolved in 4 N hydrochloric 
acid in 1,4-dioxane (10 mL) and the mixture was stirred at room temperature for 2 h. After 

30 

neutralization with aqueous sodium bicarbonate, the reaction mixture was extracted with 
ethyl acetate. The combined organic fractions were dried over anhydrous sodium sulfate, 
filtered and evaporated. Addition of dichloromethane (10 mL) to the residue gave the title 
compound (0.070 g, 55% yield) which was isolated by filtration: ! H NMR (DMSO-dg) 5 
14.20 (br s, 1H), 13.44 (s, 1H), 10.75 (s, 1H), 8.69 (s, 1H), 8.36 (s, 1H), 8.06 (d, 1H), 7.78 
35 (m, 3H), 7.68 (d, 2H), 7.55 (m, 2H); ES-MS (m/z) 449 [M+l] + . 
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EXAMPLE 414 

SYNTHESIS OF N-[3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL](4- 

METHOXYPHENYL)CARBOXAMIDE 




A. N-r3-r5-riH-1.2.4-Triazol-3-vl¥lH-inda2ol-3-vny heTiv11<-4- 
1 (\ ~ "***" ~ 

methoxyphenvl)carboxamide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.200 g, 0.33 mmol) in pyridine (2 mL) was 
added 4-methoxybenzoyl chloride (0.068 g, 0.40 mmol). The reaction was stirred at room 
temperature for 15 h. Water (10 mL) was added and the solid collected by suction filtration. 
15 The solid was dried in a vacuum oven for 3 h. The residue was dissolved in 4 N hydrochloric 
acid in 1,4-dioxane (10 mL) and the mixture was stirred at room temperature for 2 h. After 
neutralization with aqueous sodium bicarbonate, the reaction mixture was extracted with 
ethyl acetate. The combined organic fractions were dried over anhydrous sodium sulfate, 
filtered and evaporated. Addition of dichloromethane (10 mL) to the residue gave the title 

20 

compound (0.090 g, 66% yield) which was isolated by filtration: 'H NMR (DMSO-d 6 ) 8 
10.33 (s, 1H), 8.73 (s, 1H), 8.44 (s, 1H), 8.30 (s, 1H), 8.11 (d, 1H), 8.03 (d, 2H), 7.93 (d, 
1H), 7.10 (m, 2H), 7.53 (t, 1H), 7.09 (d, 2H), 3.85 (s, 3H); ES-MS (m/z) 41 1 [M+l] + . 

EXAMPLE 415 

25 SYNTHESIS OFN-[3<5^1H-l,2,4-TMAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL](4- 

METHYLPHENYL)CARBOXAMIDE 




30 

CH 3 

A. N-r3-f5-riH- 1.2.4-Triazol-3-vl¥lH-indazol-3-vn>Dbenviy4- 
methvlphenvDcarboxamide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl>phenylamine (0.140 g, 0.23 mmol) in pyridine (2 mL) was 
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added 4-methylbenzoyl chloride (0.053 mL, 0.40 mmol). The reaction was stirred at room 
temperature for 15 h. Water (10 mL) was added and the solid collected by suction filtration. 
The solid was dried in a vacuum oven for 3 h. The residue was dissolved in 4 N hydrochloric 
acid in 1,4-dioxane (10 mL) and the mixture was stirred at room temperature for 2 h. After 
5 neutralization with aqueous sodium bicarbonate, the reaction mixture was extracted with 
ethyl acetate. The combined organic fractions were dried over anhydrous sodium sulfate, 
filtered and evaporated. Addition of dichloromethane (10 mL) to the residue gave the title 
compound (0.060 g, 65% yield) which was isolated by filtration: 'H NMR (DMSO-d 6 ) 8 
10.41 (s, 1H), 8.74 (s, 1H), 8.46 (s, 1H), 8.33 (s, 1H), 8.10 (d, 1H), 7.94 (d, 3H), 7.72 (m, 
10 2H), 7.54 (t, 1H), 7.36 (d, 2H), 2.40 (s, 3H); ES-MS (m/z) 395 [M+l] + . 

EXAMPLE 416 
SYNTHESIS OF N-[3-(5-(lH-l,2,4-TRIAZOL-^ 

CHLOROPHENYL)CARB OXAMIDE 

15 




20 

A. N43-f 5-f 1H-1 .2.4-Triazol -3-vn( lH^indazol^-vl^nhenvlK^chloroDhenvn 
carboxamide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.210 g, 0.35 mmol) in pyridine (2 mL) was 
added 4-chlorobenzoyl chloride (0.051 mL, 0.40 mmol). The reaction was stirred at room 

25 

temperature for 15 h. Water (10 mL) was added and the solid collected by suction filtration. 
The solid was dried in a vacuum oven for 3 h. The residue was dissolved in 4 N hydrochloric 
acid in 1,4-dioxane (10 mL) and the mixture was stirred at room temperature for 2 h. After 
neutralization with aqueous sodium bicarbonate, the reaction mixture was extracted with 
ethyl acetate. The combined organic fractions were dried over anhydrous sodium sulfate, 

30 

filtered and evaporated. Addition of dichloromethane (10 mL) to the residue gave the title 
compound (0.090 g, 62% yield) which was isolated by filtration: ! H NMR (DMSO-d 6 ) 5 
14.20 (br s, 1H), 13.45 (br s, 1H), 10.54 (s, 1H), 8.73 (s, 1H), 8.44 (s, 1H), 8.10 (d, 1H), 
8.04 (d, 2H), 7.93 (d, 1H), 7.76 (d, 1H), 7.71 (d, 1H), 7.64 (d, 2H), 7.56 (t, 1H); ES-MS 
(m/z) 415 [M+l] + . 
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EXAMPLE 417 

SYNTHESIS OF N43-(5-(lH-l,2,4-TRIAZOL-3-^ 

METHYLPROP AN AMIDE 




10 A. N43-(5-( 1 H- 1 ,2,4-tri azol-3-vl¥ 1 H-indazol-3-vmphenvlV2-methvlproDanainide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l^triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.190 g, 0.33 mmol) in pyridine (2 mL) was 
added 2-methylpropanoyl chloride (0.042 mL, 0.40 mmol). The reaction was stirred at room 
temperature for 15 h. Water (10 mL) was added and the solid collected by suction filtration. 

15 The solid was dried in a vacuum oven for 3 h. The residue was dissolved in 4 N hydrochloric 
acid in 1,4-dioxane (10 mL) and the mixture was stirred at room temperature for 2 h. After 
neutralization with aqueous sodium bicarbonate, the reaction mixture was extracted with 
ethyl acetate. The combined organic fractions were dried over anhydrous sodium sulfate, 
filtered and evaporated. Addition of dichloromethane (10 mL) to the residue gave the title 

20 compound (0.005 g, 5% yield) which was isolated by filtration: l H NMR (DMSO-d 6 ) 6 10.02 
(s, 1H), 8.65 (s, 1H), 8.21 (s, 1H), 8.10 (br s, 1H), 7.78 (d, 1H), 7.65 (m, 2H), 7.45 (t, 1H), 
2.63 (m, 1H), 1.19 (d, 6H); ES-MS (m/z) 347 [M+l] + . 

EXAMPLE 418 
25 SYNTHESIS OFN-[3-(5-(lH-l,2,4-TRIAZO^ 

METHYLBUT AN AMIDE 



30 




A. N-r3-(5-( lH-L2.4-Triazol>3-vlVlH>indazol-3-vmphenvl1-3-methvlbutanamide 

To a solution of 3-{l-.perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.400 g, 0.66 mmol) in pyridine (4 mL) was 

35 

added 3-methylbutanoyl chloride (0.100 mL, 0.80 mmol). The reaction was stirred at room 
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temperature for 1 5 h. Water (10 mL) was added and the solid collected by suction filtration. 
The solid was dried in a vacuum oven for 3 h. The residue was dissolved in 4 N hydrochloric 
acid in 1,4-dioxane (10 mL) and the mixture was stirred at room temperature for 2 h. After 
neutralization with aqueous sodium bicarbonate, the reaction mixture was extracted with 
5 ethyl acetate. The combined organic fractions were dried over anhydrous sodium sulfate, 
filtered and evaporated. Addition of dichloromethane (10 mL) to the residue gave the title 
compound (0.005 g, 5% yield) which was isolated by filtration: { H NMR (DMSO-d 6 ) 8 14.20 
(br s, 1H), 13.43 (s, 1H), 10.08 (s, 1H), 8.69 (s, 1H), 8.25 (s, 1H), 8.10 (d, 1H), 7.75 (d, , 
1H), 7.69 (t, 3H), 7.49 (t, 1H), 2.24 (d, 2H), 2.18 (m, 1H), 0.96 (d, 6H); ES-MS (m/z) 361 
10 [M+1] + . 

EXAMPLE 419 
SYNTHESIS OF N-[3-(5-(lH-l,2,4-TRIAZ^^ 

MORPHOLIN-4-YLACET AMIDE 

15 




90 

~ A. N-r3-(5-nHM.2.4-Triazol-3-viyi^^ 
acetamide ' 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazoIO-yl}phenylamine (0.400 g, 0.66 mmol) in tetrahydrofuran (4 mL) 
was added 2-chloroacetyI chloride (0.030 mL, 0.36 mmol) followed by N,N- 
25 diisopropylethylamine (0.1 16 mL, 0.66 mmol). The reaction was stirred at room temperature 
for 4 h. Water (20 mL) was added and the reaction mixture was extracted with ethyl acetate. 
The combined organic organic extracts were dried over anhydrous sodium sulfate, filtered 
and evaporated. The residue was dissolved in N,N-dimethylformamide (5 mL) and 
morpholine (0.577 mL, 6.6 mmol) was added. The mixture was stirred at room temperature 

30 

for 14 h. Water (30 mL) was added and the mixture extracted with ethyl acetate. The 
combined organic fractions were dried over anhydrous sodium sulfate, filtered and 
evaporated. The residue was dissolved in 4 N hydrochloric acid in 1,4-dioxane (10 mL) and 
the mixture was stirred at room temperature for 2 h. Dioxane was removed with a rotary 
evaporator and the residue was purified by preparative HPLC. The desired fractions were 

35 

neutralized with ammonium hydroxide, extracted with butanol and evaporated to give the 
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title compound (0.130 g, 49% yield): J H NMR (DMSO-d 6 ) 5 14.22 (br d, 1H), 13.50 (d, 
1H), 10.00 (s, 1H), 8.65 (m, 1H), 8.05 (m, 1H), 7.69 (m, 2H), 7.26 (s, 1H), 6.75 (s, 1H), 
1.74 (s, 2H), 1.32 (t, 4H), 1.24 (t, 4H); ES-MS (m/z) 404 [M+l]\ 



EXAMPLE 420 

SYNTHESIS OF N-[3-(5-(lH-l,2,4-TRIAZOL-3-^ 

(4-METHYIJ>rPERAZINYL)ACETAMIDE 



10 




15 A. N-r3-(5-aH-L2.4-Triazol-3-vl¥lH-in^^ 
acetamide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l~(1riphenylme1liyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.400 g, 0.66 mmol) in tetrahydrofuran (4 mL) 
was added 2-chloroacetyl chloride (0.083 mL, 1 .0 mmol) followed by N,N- 
u diisopropylethylamine (0.1 16 mL, 0.66 mmol). The reaction was stirred at room temperature 
for 4 h. Water (20 mL) was added and the reaction mixture was extracted with ethyl acetate. 
The combined organic organic extracts were dried over anhydrous sodium sulfate, filtered 
and evaporated. The residue was dissolved in N,N-dimethylformamide (5 mL) and N- 
methylpiperazine (0.320 mL, 3.3 mmol) was added. The mixture was stirred at room 

2 ^ temperature for 14 h. Water (30 mL) was added and the mixture extracted with ethyl acetate. 
The combined organic fractions were dried over anhydrous sodium sulfate, filtered and 
evaporated. The residue was dissolved in 4 N hydrochloric acid in 1,4-dioxane (10 mL) and 
the mixture was stirred at room temperature for 2 h. Dioxane was removed with a rotary 
evaporator and the residue was purified by preparative HPLC. The desired fractions were 

^® neutralized with ammonium hydroxide, extracted with butanol and evaporated to give the 
title compound (0.150 g, 54% yield): ! H NMR (DMSO-d 6 ) 8 13.45 (br s, 1H), 10.04 (s, 1H), 
8.73 (s, 1H), 8.34 (d, 2H), 8.10 (d, 1H), 7.75 (d, 1H), 7.69 (d, 2H), 7.48 (t, 1H), 2.15 (s, 
3H), 1.80 (m, 8H), 1.33 (s, 3H). ES-MS (m/z) 417 [M+l] + . 

35 EXAMPLE 421 
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SYNTHESIS OF 343K4-FLUOROPHENYL)(lH-INDAZOL-3.YL)]-5-[(4- 
PYRROLIDINYLPIPERIDYL) METHYL]- 1H- 1 ,2,4-TRIAZOLE 




10 A. 3-r3-f4-FluorophenvnaH-indazol-3-vn^ methvll-lH- 
1.2.4-triazole 

To a solution of methyl 2-(4-pyrrolidinylpiperidyl)acetate (0.500 g, 2.2 mmol) 
in anhydrous ethanol (0.5 mL) was added hydrazine (0.070 mL, 2.2 mmol) and the-mixture 
was heated at 80 °C for 14 h. The solvent was removed using a rotary evaporator and the 

1^ product dried in a vacuum oven for 6 h. To the residue dissolved in methanol (4 mL) was 
added ethoxy[3-(4-fluorophenyl)(lH-indazol-5-yl)]methardmine hydrochloride (0.300 g, 0.94 
mmol) followed by a commercial solution of 4.37 M sodium methoxide (0.480 mL). The 
mixture was heated at 90 °C for 1 4 h and then the reaction was quenched with water. The pH 
was adjusted to neutral and the crude product was extracted with ethyl acetate. Purification 

20 of the residue by preparative HPLC gave the title compound (0.018 g, 5% yield): *H NMR 
(DMSO-d 6 ) 5 14.00 (br s, 1H), 13.45 (s, 1H), 8.60 (s, 1H), 8.05 (m, 3H), 7.70 (d, 1H), 7.43 
(t, 2H), 3.59 (s, 2H), 2.83 (d, 3H), 2.10 (t, 4H), 1.80 (d, 3H), 1.64 (s, 5H), 1.40 (d, 3H), 
1.22 (s, 1H); ES-MS (m/z) 446 [M+l] + . 

25 EXAMPLE 422 

SYNTHESIS OF 3-[3-(4-FLUOROPHENYL)(lH-INDAZOL-3-YL)]-5- 
(PYRROLID]NYLMETHYL)-lH-l ,2,4-TRIAZOLE 



30 




A. 3-r3-(4-Fluorophenvl¥lH-mdazol-3-^ 

35 
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added . r" ° f PyirC " idine (2 ° * 1 * 24 nmol) to "—•««• (20 mL) was 

- «- * P—ta» carbonate (2.0 g) a„ d methy, bromoaceta , e < J 

™! t ; T""' "~ SUrred a ' r °° m ,em »— f « M was ffltered and 

» otnt: : r ov : d * ro,a,> evapora,or - 11,6 — soHd — 

oven for 4 h. The product was dtssolved in eftanol (5 mL), hydrazine (0.750 mL) was added 
and the « was heated a, 80 °C for 16 a. Solvent was removed using a rotary L~ 

X2r H d h : d rt To a ~ on ° f ^^-p^xm-^r 

ylflmethanmnne h>^rochloride (0.500 g, 1.56 mmol) in methanol (5 mL) was added 

.0 ( ,°' 670 ^ 4 7 ™* - - «*» was heated in a sealed tube a, 95 °C for 48 h 

The sohtent was removed using a rotary evaporator and gave a solid residue. Purification of 

XT) I7^ V ' mu: 8ave - m ° " (0 - 200 «■ ™ 

240 («, 2H), 7.27 (br s. 1H), 6.68 (bra, 1H), 3.74 (s, 2H), 2.49 ft 2H), 1 72 (m 4ffi- ES 
MS(tn/z)363 fM+l]-. " 



EXAMPLE 403 



SYNTHESIS OF ( (3-r3-(6-METHOXY(2-NAPHTHYL))(lH-INDAZOL-5-YL)KlH-l 2 4 

TRIAZOL-5-YL)}METHYL)DlMETHYLAMINE 



20 



HaC-- 1 ^ HN-N 
CH, 




25 O-CH3 

A - 3z£6rMethoj^^aph^ 

perhvdro ^ * t, 7° mpOUnd WaS as described in Example 161, using 3-bromo-l- 

Zrrf Pyran " MH - ind - oIe - 5 --borntnle (0.500 g, 1.6 mmol), in ethyl J^lyJ 

(30 mL), 6^0x^^-2-50^0 acid (0.395 g 2.0 mmol) f r 
b^phenylphosphino-ferrocene] complex wim dichloromem a ne(l.l)( 0 133 e 0 l 6 L n „ 

«:r a te r t 1 63 -* soivent was — - ^ ■ ^ ssr 

rsn^rr, y coixmm chromatography (siMca 2 ° % ^ 

a soUd. Methanol (50 mL) and aqueous 6 N hydrochloric acid (50 mL) were added to the sohd and 
the mature was heated at 45 °C for 5 h. One half of the methanol was evaporated, water wl 
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added and the solid filtered and dried in a vacuum oven to afford the title compound (0.230 g, 47°/, 
yield over 2 steps): ES-MS (m/z) 300 [M+l] + . 

B. Ethox vF3-r 6-methox v( 2- naphthvll V 1 H-indazol-5-vD7methanimine 
5 A solution of 3-(6-methoxy-2-naphthyl)-lH-indazole-5-carbonitrile (0.430 g, 1 . 12 

mmol) and absolute ethanol (50 mL) in a pressure tube was cooled to 0°C using an ice-bath. 
Anhydrous hydrochloric acid was bubbled through the cooled solution for 5 min, the reaction 
mixture was sealed and the solution was stirred for 72 h at room temperature. The solvent was 
removed using a rotary evaporator. The yellow solids was stirred with ether, filtered and dried in a 
10 vacuum oven which gave ethoxy[3-(6-methoxy(2-naphthyl)) (lH-mdazol-5-yl)]memanimine 
hydrochloride (0.388 g, 100% yield): ES-MS (m/z) 346 [M+l] + . 

C - ((3-r3-(6-Methoxv(2-nan hfovlWl^ 
dimethvlamine 

To a suspension of ethoxy[3-(6-methoxy(2-naphthyl))(lH-indazol-5- 
yl)]methanimine (0.430 g, 1 .13 mmol) in methanol (5 mL) was added N-amino-2- 
(dimethylamino)acetamide (0.396 g, 3.38 mmol) and 4.3 M sodium methoxide (0.578 mL, 2.49 
mmol). The mixture was heated in a sealed tube at 95 °C for 16 h. The solvent was removed using 
a rotary evaporator and gave a solid residue. Purification of the residue by preparative HPLC (10- 
~ 80%, acetonitrile/water) gave the title compound (0.025 g, 5% yield): 'H NMR (DMSO-d^ 8 
13.95 (br s, 1H), 13.40 (br s, 1H), 8.73 (s 5 1H), 8.44 (s, 1H), 8.09 (t, 2H), 8.00 (t, 2H), 7.68 (d, 
1H), 7.39 (d, 1H), 7.21 (dd, 1H), 3.90 (s, 3H), 3.60 (s, 2H), 2.22 (s, 6H); ES-MS (m/z) 399 
[M+lf. 

25 EXAMPLE 424 

SYNTHESIS OF 2-METHOXY-6-{5-[5-(PYP^OLronSYLMETHYL)(lH-l,2,4-TRIAZOL-3- 

YL)](lH-INDAZOL-3-YL)}NAPHTHALENE 



30 




0-CH 3 



35 
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A - 2-Methoxy-6- { 5-r5- ( p vrrolidinvlmethvlVl H-l .2.4-triazol-3-vl W1 W-inH a ™i-^. 
vl))nar>hthalene 

The title compound was prepared using the same procedure as for Example 423. To 
a suspension of emoxy[3-(6-methoxy(2-naphthyl))(lH-indazol-5-yl)]methaniniine (0.386 g, 1.01 
mmol) in methanol (5 mL) was added N-amino-2-pyrrolidinylacetamide (0.433 g, 3.03 mmol) and 
4.3 M sodium methoxide (0.51 8 mL, 2.23 mmol). The mixture was heated in a sealed tube at 95 °C 
for 1 6 h. The solvent was removed using a rotary evaporator which gave a solid residue. 
Purification of the residue by preparative HPLC (30-100%, acetonitrile/water) gave the title 
compound (0.045 g, 10% yield): »H NMR (DMSO-d,) 6 13.41 (br s, 1H), 8.73 (s, 1H), 8.44 (s, 
1H), 8.09 (t, 2H), 8.00 (t, 2H), 7.68 (d, 1H), 7.39 (d, 1H), 7.23 (dd, 1H), 3.91 (s, 3H), 3.75 (s, ' 
2H), 2.53 (m, 4H), 2.49 (m, 4H); ES-MS (m/z) 425 [M+l] + . 



15 



EXAMPLE 425 

SYNTHESIS OF N-PHENYL(3-{5-[5-(PYPJlOLIDINYIMETHYL)(lH-l,2,4-TPaA^ 

YL)](lH-INDAZOL-3-YL)}PHENYL)CARBOXAMIDE 



20 




25 



30 



A. 



3-(5-Cvano-1-perhv dro-2H -p vr a n -2-vl(lH-inda7,ol-3-vl^phenvn-N-ben 2 amiH f; 

The title compound was prepared in a similar method as described in Example 365. 
To a solution of 3-(5-cyano-l-perhydro-2H-pyran-2-yl-lH-indazol-3-yl)benzoic acid (0.600 g, 
1.73 mmol) in anhydrous THF (15 mL) and anhydrous DMF (6.5 mL) was added 1- 
hydroxybenzotriazole (0.701 g, 5.19 mmol) followed by l-(3-dimethylaminopropyl)-3- 
emylcarbodiimide hydrochloride (0.995 g, 5.19 mmol) and aniline (0.473 mL, 5.19 mmol). The 
reaction mixture was stirred at room temperature for 16 h. The reaction mixture was partitioned 
between ethyl acetate and water, washed with brine, dried over Na 2 S0 4 and evaporated during 
which the product began to precipitate as a colorless solid. Hexanes were added and the desired 
product was collected by vacuum filtration (0.630 g, 86%) ES-MS (m/z) 423 [M+H] + . 



B. 



35 



imoxyiminomethvIV 1 H-indazol-3-vlV|phenvn-N-benz a TniHfi 
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A solution of [3-(5-cyano-l-perhydro-2H-pyran-2-y^ 
benzamide (0.430 g, 1.12 mmol) and absolute ethanol (50 mL) in a pressure tube was cooled to 
0°C using an ice-bath. Anhydrous hydrochloric acid was bubbled through the cooled solution for 5 
min, the reaction mixture was sealed and the solution was stirred for 72 h at room temperature. 
^ The solvent was removed using a rotary evaporator. The yellow solids was stirred with ether, 
filtered and dried in a vacuum oven which gave the {3-[5-(ethoxyiminomethyl)(lH-indazol-3- 
yl)]phenyl}-N-benzamide hydrochloride (0.431 g, 100% yield): ES-MS (m/z) 385 [M+l]\ 

C. N-phenvlf 3- ( 5-1 5-(pvrrolidmvlmethv^ 

10 vDlphenvDcarboxamide 

To a suspension of {3-[5-(ethoxyiminomethyl)(lH-indazol-3-yl)]phenyl} -N- 
benzamide (0.450 g, 0.984 mmol) in methanol (5 mL) was added N-amino-2-pyrrolidinylacetamide 
(0.422 g, 2.95 mmol) and 4.3 M sodium methoxide (0.503 mL, 2.16 mmol). The mixture was 
heated in a sealed tube at 95 °C for 14 h. The solvent was removed using a rotary evaporator and 

15 gave a solid residue. Purification of the residue by column chromatography (30% methanol/ethyl 
acetate) gave the title compound (0.153 g, 33% yield): *H NMR (DMSO-dg) 5 13.58 (br s, 1H), 
10.44 (s, 1H), 8.67 (s, 1H), 8.54 (s, 1H), 8.20 (d, 1H), 8.09 (d, 1H), 8.00 (d, 1H), 7.80 (d, 2H), 
7.73 (t, 1H), 7.70 (d, 1H), 7.36 (t, 2H), 7.11 (t, 1H), 3.78 (s, 2H), 2.53 (m, 4H), 2.48 (m, 4H); 
ES-MS (m/z) 464 [M+l] + . 



20 



EXAMPLE 426 

SYNTHESIS OF 6-{5-[5-(PYRROLIDINYLMETHYL)-lH-l,2 5 4-TRIAZOL 

INDAZOL-3-YL} -2H,3H-BENZO[E] 1,4-DIOXIN 



25 




30 

A. 3-(2H,3H-benzo|"e] 1 .4-dioxin-6-vlV lH-indazole-5-carbonitrile 

The title compound was prepared using 3-bromo-l-perhydro-2H-pyran-2-yl-lH- 
indazole-5-carbonitrile (0.354 g, 1.15 mmol), in ethylene glycol dimethyl ether (20 mL), 2H,3H- 
benzo[e]l,4-dioxin-6-boronic acid (0.250 g, 1.39 mmol), [l,r-bis(diphenylphosphino-ferrocene] 
complex with dichloromethane (1:1) (0.094 g, 0. 1 1 mmol) and potassium phosphate (2.40 g, 11.5 

35 

mmol). Solvent was removed using a rotary evaporator and purification of the residue by column 
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chromatography (silica gel, 20% ethyl acetate/hexanes) gave a solid. Methanol (30 mL) and 
aqueous 6 N hydrochloric acid (30 mL) were added to the solid and the mixture was heated at 
45 °C for 5 h. Water (30 mL) was added and the solid was filtered and dried in a vacuum oven to 
afford the title compound (0.230 g, 71% yield over 2 steps): ES-MS (m/z) 278 [M+l] + . 

B - (3-(2H,3H-BenzoM 1 ,4-dioxin-6-vlV 1 H-inH a zol-S-vn^thoxvmethanimme 

A solution of 3K2H,3H-benzo[e]l,4-dioxin-6-yl)-lH-indazole-5-carhomtrile (0.430 
g, 1-12 mmol) and absolute ethanol (50 mL) in a pressure tube was cooled to 0°C using an ice- 
bath. Anhydrous hydrochloric acid was bubbled through the cooled solution for 5 min, the reaction 
mixture was sealed and the solution was stirred for 72 h at room temperature. The solvent was 
removed using a rotary evaporator. The yellow solids were stirred with ether, filtered and dried in 
a vacuum oven which gave the (3-(2H,3H-benzo[e]l,4-dioxin-6-yl)(lH-indazol-5- 
yl))ethoxymethanimine hydrochloride (0.363 g, 100% yield): ES-MS (m/z) 324 [M+l] + . 



2H.3H- 



15 r» 

C - 6-{5-r5-(Pwolidmvlmethvn-lH-1.2.4-fri azol-3-vl1-1H-inda7nl-^-y 1 }- 
benzofe] 1 .,4-dioxin 

To a suspension of (3-(2H,3H-benzo[e]l,4-dioxin-6-yl)(lH-indazol-5- 
yl))ethoxymethanimine (0.336 g, 0.935 mmol) in methanol (5 mL) was added N-amino-2- 
pyrrolidinylacetamide (0.400 g, 2.80 mmol) and 4.3 M sodium methoxide (0.479 mL, 2.06 mmol). 
The mixture was heated in a sealed tube at 95°C for 14 h. The solvent was removed using a rotary 
evaporator and gave a solid residue. Purification of the residue by preparative HPLC (30-100% 
acetonitrile/water) gave the title compound (0.061 g, 16% yield): >H NMR (DMSO-d 6 ) 8 13.90 (br 
s, 1H), 13.30 (br s, 1H), 8.56 (s, 1H), 8.03 (d, 1H), 7.62 (d, 1H), 7.43 (m, 2H), 7.04 (d, 1H), 4.32 
(s, 4H), 3 .75 (s, 2H), 2.52 (m, 4H), 2.48 (m, 4H); ES-MS (m/z) 403 [M+l ] + . 



25 



EXAMPLF. 427 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N-(3-OXO-3 

PYRROLEDINYLPROPYL) CARBOXAMEDE 



30 
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•3-(4-Fluorophenvl)qH-mdazo1-5-vni-N^^ 
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To a solution containing Example 88 (0.155 g, 0.474 mmol) in tetrahydrofuran (4 
mL) was added 1-hydroxybenzotriazole hydrate (0.192 g, 1.42 mmol) followed by l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.272 g, 1.42 mmol) pyrrolidine (0.1 19 
mL, 1 .42 mmol) and N,N-dimethylfonnamide (2 mL). The solution was stirred for 1 6 h at room 
temperature. Water (40 mL) was added and the reaction mixture was extracted with ethyl acetate. 
The combined organic layers were dried over anhydrous sodium sulfate, filtered and evaporated. 
The residue was purified by preparative HPLC (1 0-90% acetonitrile/water). The pure fractions 
were basified with ammonium hydroxide, evaporated under reduced pressure, diluted with water 
and filtered which gave the title compound (0.120 g, 66% yield): *H NMR (DMSO-d 6 ) 8 13.50 (s, 
1H), 8.73 (t, 1H), 8.59 (s, 1H), 8.13 (AB quartet, 2H), 7.96 (d, 1H), 7.68 (d, 1H), 7.45 (t, 2H), 
3.57 (q, 1H), 3.46 (t, 1H), 3.35 (t, 2H), 2.62 (t, 1H), 2.56 (s, 1H), 1.90 (quartet, 1H), 1.80 
(quartet, 1H); ES-MS (m/z) 381 [M+l] + . 



15 



EXAMPLE 428 
SYNTHESIS OF 3-{[3-(4-FLUOROPHENYL)( 

METHYL PROP ANAMIDE 



20 




25 



30 



35 



A. 3- i f3-( 4-fluorophenvl)aH-inda2ol-5-vD1carbonvlamino) -N-methvl propanamide 

To a solution containing Example 88 (0.200 g, 0.61 1 mmol) in tetrahydrofuran (5 
mL) was added 1-hydroxybenzotriazole hydrate (0.247 g, 1.83 mmol) followed by l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.351 g, 1.83 mmol), methyl amine (2 
M in tetrahydrofuran; 0.915 mL, 1.83 mmol) and N,N-dimethylformamide (2 mL). The solution 
was stirred for 3 h at room temperature. Water (40 mL) was added and the reaction mixture was 
extracted with ethyl acetate. The combined organic layers were dried over anhydrous sodium 
sulfate, filtered and evaporated. The residue was purified by preparative HPLC (10-90% 
acetonitrile/water). The pure fractions were made basic with ammonium hydroxide, and the 
solution evaporated under reduced pressure, diluted with water and filtered to give the title 
compound (0.130 g, 63% yield): *H NMR (DMSO-d 6 ) 5 13.45 (s, 1H), 8.68 (t, 1H), 8.53 (s, 1H), 
8.07 (AB quartet, 2H), 7.90 (d, 1H), 7.84 (d, 1H), 7.62 (d, 1H), 7.39 (t, 2H), 3.49 (q, 1H), 3.33 
(s, 3H), 2.57 (d, 1H), 2.50 (m, 1H), 2.38 (t, 1H); ES-MS (m/z) 341 [M+lf. 
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EXAMPLF. 4?Q 

SYNTHESIS OF 3-{[3^4-FLUOROPHENYL)(lH-^ 

N,N-DIMETHYL PROPANAMIDE 



H,C- 




A - 3- {r3-(4-Fluorophenvnr 1 H-mdazol-5-vnicar h onvlamiTiol-N N-dimethvl nrop an^iH^ 

To a solution containing Example 88 (0.200 g, 0.611 mmol) in tetrahydrofuran (5 
mL) was added 1-hydroxybenzotriazole hydrate (0.247 g, 1.83 mmol) followed by l-(3- 
dimemylaininopropyl)-3-ethylcaibodiiniide hydrochloride (0.351 g, 1.83 mmol), dimethyl amine 
M in tetrahydrofuran; 0.915 mL, 1.83 mmol) and N,N-dimethylformamide (2 mL). The solution 

15 was stirred for 3 h at room temperature. Water (40 mL) was added and the reaction mixture was 
extracted with ethyl acetate. The combined organic layers were dried over anhydrous sodium 
sulfate, filtered and evaporated. The residue was purified by preparative HPLC (10-90% 
acetonitrile/water). The pure fractions were basified with ammonium hydroxide, evaporated at 
reduced pressure, diluted with water and filtered to give the title compound (0.140 g, 65% yield): 

20 'H NMR (DMSO-d 6 ) 5 13.43 (s, 1H), 8.66 (t, 1H), 8.53 (s, 1H), 8.07 (AB quartet, 2H), 7.90 (d, 
1H), 7.62 (d, 1H), 7.40 (t, 2H), 3.50 (q, 2H), 2.97 (m, 3H), 2.83 (m, 3H), 2.61 (t, 2H); ES-MS ' 
(m/z) 355 [M+l J + . 



25 



EXAMPLE 430 

SYNTHESIS OF 3-{[3-(4-FLUOROPHENYL)(lH-rNDAZOL-5-YL)]CARBONYLAMINO}-N- 

(2-METHOXYETHYL)PROP AN AMIDE 



H 3 C 



30 




35 



A. 3-1 r3-(4-Fl uorophen vl V 1 H-indazol-5-- 
propanamifte 



fDlcarbonvlamino \ -N-f 2-methox veth vl' 
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.r. 



To a solution containing Example 88 (0.200 g, 0.61 1 namol) in tetrahydrofuran (5 
mL) was added 1-hydroxybenzotriazole hydrate (0.247 g, 1.83 mmol) followed by l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.351 g, 1.83 mmol), 2- 
methoxyethylamine (0.159 mL, 1.83 mmol) and N,N-dimethylformamide (2 mL). The solution w; 
stirred for 3 h at room temperature. Water (40 mL) was added and the reaction mixture was 
extracted with ethyl acetate. The combined organic layers were dried over anhydrous sodium . 
sulfate, filtered and evaporated. The residue was purified by preparative HPLC (10-90% 
acetonitrile/water). The pure fractions were basified with ammonium hydroxide, evaporated at 
reduced pressure, diluted with water and filtered which gave the title compound (0.143 g, 61% 
10 yield): ] H NMR (DMSO-d 6 ) 5 13.42 (s, 1H), 8.66 (t, 1H), 8.52 (s, 1H), 8.07 (AB quartet, 2H), 
7.99 (t, 1H), 7.90 (d, 1H), 7.62 (d, 1H), 7.39 (t, 2H), 3.50 (q, 2H), 3.33 (s, 3H), 3.30 (m, 1H), 
3.21 (m, 1H), 3.18 (d, 2H), 2.50 (m, 1H), 2.41 (t, 2H); ES-MS (m/z) 385 [M+l] + . 



15 EXAMPLE 437 

ASSAYS FOR MEASURING ACTIVITY OF COMPOUNDS 

The compounds of this invention may be assayed for their activity according to the 
following procedures. 

20 

JNK2 Assay 

To 10 ^iL of the test compound in 20% DMSO/80% dilution buffer consisting of 2« 

mM HEPES (pH 7.6), 0.1 mM EDTA, 2.5 mM magnesium chloride, 0.004% Triton xlOO, 2 

^g/mL leupeptin, 20 mM P-glycerolphosphate, 0.1 mM sodium vanadate, and 2 mM DTT in wate 
25 • 

is added 30 ^L of 50 ng His6-JNK2 in the same dilution buffer. The mixture is preincubated for 3 
minutes at room temperature. Sixty microliter of 10 \ig GST-c-Jun(l-79) in assay buffer consistin; 
of 20 mM HEPES (pH 7.6), 50 mM sodium chloride, 0.1 mM EDTA, 24 mM magnesium 
chloride, 1 mM DTT, 25 mM PNPP, 0.05% Triton xlOO, 1 1 \xM ATP, and 0.5 jiCi y- 32 P ATP in 
water is added and the reaction is allowed to proceed for 1 hour at room temperature. The c-Jun 
30 phosphorylation is terminated by addition of 1 50 ^L of 12.5% trichloroacetic acid. After 30 
minutes, the precipitate is harvested onto a filter plate, diluted with 50 \iL of the scintillation fluid 
and quantified by a counter. The IC 50 values are calculated as the concentration of the test 
compound at which the c-Jun phosphorylation is reduced to 50% of the control value. Preferred 
compounds of the present invention have an IC 50 value ranging 0.01 - 10 ^M in this assay. 



35 
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JNK3 Assay 

To 10 |iL of the test compound in 20% DMSO/80% dilution buffer consisting of 2( 
mM HEPES (pH 7.6), 0.1 mM EDTA, 2.5 mM magnesium chloride, 0.004% Triton xlOO, 2 
jxg/mL leupeptin, 20 mM (5-glycerolphosphate, 0.1 mM sodium vanadate, and 2 mM DTT in wate: 

5 is added 30 \iL of 200 ng His6-JNK3 in the same dilution buffer. The mixture is preincubated for 
30 minutes at room temperature. Sixty microliter of 10 jig GST-c-Jun(l-79) in assay buffer 
consisting of 20 mM HEPES (pH 7.6), 50 mM sodium chloride, 0.1 mM EDTA, 24 mM 
magnesium chloride, 1 mM DTT, 25 mM PNPP, 0.05% Triton xlOO, 1 1 |iM ATP, and 0.5 ^Ci y- 
32 P ATP in water is added and the reaction is allowed to proceed for 1 hour at room temperature. 

10 The c-Jun phosphorylation is terminated by addition of 150 \iL of 12.5% trichloroacetic acid. Afle 
30 minutes, the precipitate is harvested onto a filter plate, diluted with 50 |iL of the scintillation 
fluid and quantified by a counter. The IC 50 values are calculated as the concentration of the test 
compound at which the c-Jun phosphorylation is reduced to 50% of the control value. Preferred 
compounds of the present invention have an IC 50 value ranging 0.01 - 10 |xM in this assay. 

15 

Jurkat T-cell 11-2 Production Assay 

Jurkat T cells (clone E6-1) are purchased from the American Tissue Culture 
Collection and maintained in growth media consisting of RPMI 1640 medium containing 2 mM L- 
glutamine (Mediatech), with 10% fetal bovine serum (Hyclone) and penicillin/streptomycin. All 

20 cells are cultured at 37°C in 95% air and 5% C0 2 . Cells are plated at a density of 0.2 x 10 6 cells 
per well in 200 \xL of media. Compound stock (20 mM) is diluted in growth media and added to 
each well as a 1 Ox concentrated solution in a volume of 25 ^L, mixed, and allowed to pre-incubate 
with cells for 30 minutes. The compound vehicle (dimethylsulfoxide) is maintained at a final 
concentration of 0.5% in all samples. After 30 minutes the cells are activated with PHA (phorbol 

25 myristate acetate; final concentration 50 jxg/mL) and PHA (phytohemagglutinin; final 

concentration 2 jig/mL). PMA and PHA are added as a 1 Ox concentrated solution made up in 
growth media and added in a volume of 25 jiL per well. Cell plates are cultured for 10 hours. Cells 
are pelleted by centrifugation and the media removed and stored at -20 °C. Media aliquots are 
analyzed by sandwich ELISA for the presence of IL-2 as per the manufacturers instructions 

3 0 (Endogen). The IC 50 values are calculated as the concentration of the test compound at which the 
11-2 production was reduced to 50% of the control value. Preferred compounds of the present 
invention have an IC 50 value ranging 0.1 - 30 nM in this assay. 

Rat in vivo LPS-induced TNF-cc Production Assay 

35 

-397- 



QNSDOCID: <WO 0210137A2_I_> 



WO 02/10137 PCT/USO 1/23890 



Male CD rats procured from Charles River Laboratories at 7 weeks of age were 
allowed to acclimate for one week prior to use. A lateral tail vein was cannulated percutaneously 
with a 22-gage over-the-needle catheter under brief isoflurane anesthesia. Rats were administered 
test compound either by intravenous injection via the tail vein catheter or oral gavage 15 to 180 
5 min prior to injection of 0.05 mg/kg LPS (E. Coli 055:BS). Catheters were flushed with 2.5 mL/kg 
of normal injectable saline. Blood was collected via cardiac puncture 90 minutes after LPS 
challenge. Plasma was prepared using lithium heparin separation tubes and frozen at -80 °C until 
analyzed. TNF-a levels were determined using a rat specific TNF-a ELISA kit (Biosoiirce). The 
ED 50 values are calculated as the dose of the test compound at which the TNF-a production is 
10 reduced to 50% of the control value. Preferred compounds of the present invention have an ED 50 
value ranging 1-30 mg/kg in this assay. 

EXAMPLE 438 
ACTIVITY OF REPRESENTATIVE COMPOUNDS 

15 

4 

Representative compounds of this invention were assayed for their ability to inhibit, for 
example, JNK2 by the assays set forth in Example 437. As noted above, preferred compounds of 
this invention have an IC 50 value ranging 0.01 - 1 0 uM in the above assays. 

To this end, compounds having an IC^ value in the JNK2 assay of 1 0 uM or less include 
20 the compounds of Examples 5-8, 10-14, 16-23, 25-28, 34-39, 42-44, 45-46, 49-55, 57, 59, 61- 
122, 124, 127-129, 131, 134-136, 139-142, 144-187, 189-220, 222-233, 235-249, 251-269, 271, 
274, 278, 280-314, 316-355, 357-361, 363-399, 404-405, 407-420 and 422-426. 

Preferred compounds of this invention have an IC 50 value in the JNK2 assay of 1 uM or 
less, and include the compounds of Examples 6, 11, 13-14, 16-20, 38, 44-45, 50-55, 57, 59, 61-63, 
25 65, 68-74, 80-81, 84-85, 87-97, 99, 101, 105-107, 109-122, 124, 127-129, 131, 140, 147, 149- . 
151, 153-155, 157-162, 164-187, 189-220, 222-233, 236-248, 251-258, 260-269, 271, 274-278, 
280-314, 316-355, 357-361, 363-399, 404-405, 407-420 and 422-426. 

More preferred compounds of this invention have an IC 50 value in the JNK2 assay of 0.5 
uM or less, and include the compounds of Examples 69, 70, 1 18-1 19, 162, 164, 166, 167-171, 
30 173-176, 178, 199, 207-209, 211, 215-216, 219-220, 222, 224-226, 229-231, 236-237, 246, 253, 
257-258, 260-263, 266-268, 271, 275, 285-286, 289, 292, 295-297, 299, 301, 306, 308-311, 314, 
316-320, 327-335, 337, 340, 342, 353, 357-361, 363, 365, 367-372, 381-384, 386-399, 412, 414, 
417-419, 422 and 424-425. 

It will be appreciated that, although specific embodiments of the invention have 

35 

been described herein for purposes of illustration, various modifications may be made without 
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departing from the spirit and scope of the invention. Such modifications are intended to fall withir 
the scope of the appended claims. 

A number of references have been cited, the entire disclosures of which are 
incorporated herein by reference 

5 
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8. The compound of claim 1 wherein R, is heteroaryl optionally substituted 
with one to four substituents independently selected from R 3 . 

9. The compound of claim 1 wherein R, is heterocycle fused to phenyl 
optionally substituted with one to four substituents independently selected from R 3 . 

1 0. The compound of claim 1 wherein R 2 is -(CH 2 )^C(=0)R 5 . 



10 



15 



20 



1 1 . The compound of claim 1 wherein R 2 is -(CH 2 ) 6 C(=0)NR 5 R 6 . 

12. The compound of claim 1 wherein R 2 is -(CH 2 ) fr NR 5 C(=0)R 6 . 

1 3 . The compound of claim 1 wherein R 2 is -(CH 2 ) i> NR 5 R 6 . 

14. The compound of claim 1 wherein R 2 is R 4 . 

1 5. The compound of claim 14 wherein R 4 is substituted alkyl. 

16. The compound of claim 14 wherein R 4 is substituted arylalkyl. 

1 7. The compound of claim 14 wherein R 4 is substituted heterocycle. 

1 8. The compound of claim 14 wherein R 4 is 3-triazolyl, optionally substituted 
at its 5-position with: 

25 

(a) a C,-C 4 straight or branched chain alkyl group optionally substituted with a 
hydroxyl, methylamino, dimethylamino or 1-pyrrolidinyl group; or 

(b) a 2-pyrrolidinyl group. 

1 9. The compound of claim 14 wherein R 4 is tetrazole. 

30 

20. The compound of claim 14 wherein R 4 is imidazole. 

21 . A composition comprising the compound of claim 1 and a pharmaceutically 
acceptable carrier. 

35 
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22. A method for treating a condition responsive to JNK inhibition, comprisin 
administering to a patient in need thereof an effective amount of a compound having the structure: 




or a pharmaceutically acceptable salt thereof^ 
wherein: 



15 



20 



25 



30 



35 



A is a direct bond, -(CH^-, -(CH 2 ),CH=CH(CH 2 ) C -, or -(CH 2 ) 6 C>C(CH 2 ) e -; 
R, is aryl, heteroaryl or heterocycle fused to phenyl, each being optionally 

substituted with one to four substituents independently selected from R 3 ; 
R 2 is -R 3 , -R 4 , -(CH^C^)^, -(CH^C^OR,, -(OT^C^O^R,, 
-(CH 2 ) 6 C(=0)NR J (CH 2 ) c C(=0)R 6 , -(CH 2 )^C(=0)R<, 
-(CH^NRjCC^NR^R,, -(CH^^NR^, -(CH 2 ),OR 5 , 
-(CH^SO^ or -(CHASC^NRR^ 
a is 1,2, 3, 4, 5 or 6; 

b and c are the same or different and at each occurrence independently selected 

fromO, 1,2, 3 or 4; 
d is at each occurrence 0, 1 or 2; 

R 3 is at each occurrence independently halogen, hydroxy, carboxy, alkyl, alkoxy, 

haloalkyl, acyloxy, thioalkyl, sulfinylalkyl, sulfonylalkyl, hydroxyalkyl, aryl 
substituted aryl, arylalkyl, substituted arylalkyl, heterocycle, substituted 
heterocycle, heterocyclealkyl, substituted heterocyclealkyl, -C(=0)OR 8 , - 
OC(=0)R 8 , -C(=0)NR 8 R 9 , -C^CONRgOR,, -SO.NRgR,, -NRgSC^R,, -CN, 
-N0 2 , -NRgR,, -NR g C(=0)R9, -NRgC^XCH^OR,, -NRgCeOXCHAR,, 
-OCCH^iNRgR,, or heterocycle fused to phenyl; 

R 4 is alkyl, aryl, arylalkyl, heterocycle or heterocyclealkyl, each being optionally 
substituted with one to four substituents independently selected from R 3 , or 
R 4 is halogen or hydroxy, 

R;, Rfi and R 7 are the same or different and at each occurrence independently 

hydrogen, alkyl, aryl, arylalkyl, heterocycle or heterocyclealkyl, wherein 
each of R 5 , Rg and R 7 are optionally substituted with one to four substituents 
independently selected from R 3 ; and 
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R 8 and are the same or different and at each occurrence independently hydrogen, 
alkyl, aryl, arylalkyl, heterocycle, or heterocyclealkyl, or R g and R<, taken 
together with the atom or atoms to which they are bonded form a 
heterocycle, wherein each of R 8 , R^ and R 8 and R<> taken together to form a 
heterocycle are optionally substituted with one to four substituents 
independently selected from R 3 . 



23. The method of claim 22 wherein: 

R 2 is -R 4 , -(CH 2 ),C(=0)R 5 , -(CH 2 ),C(=0)OR 5 , -(CH 2 ) 6 C(=0)NR 5 R 6 , 
<<^ 2 ) b C(=0)l^ 5 (C^ c C(=0)R 69 -(CH^^CC^Re, 
-(CH 2 )^IR 5 C(=0)NR 6 R 7 , -(CH^^NR^, -(CH 2 ),OR 5 , -(CH^SO^ or 
-(CH 2 ) 6 S0 2 NR 5 R 6 . 

24. The method of claim 22 wherein the condition is cancer. 

25. The method of claim 22 wherein the condition is rheumatoid arthritis; 
rheumatoid spondylitis; osteoarthritis; gout; asthma, bronchitis; allergic rhinitis; chronic obstructiv 
pulmonary disease; cystic fibrosis; inflammatory bowel disease; irritable bowel syndrome; mucous 
colitis; ulcerative colitis; Crohn's disease; Huntington's disease; gastritis; esophagitis; hepatitis; 

20 

^ pancreatitis; nephritis; multiple sclerosis; endotoxin shock; lupus erythematosus; Type II diabetes; 
psoriasis, bum caused by exposure to fire, chemicals or radiation; eczema; dermatitis; skin graft; 
ischemia; ischemic conditions associated with surgery or traumatic injury, cachexia or angiogenic 
and proliferative diseases. 

25 

26. The method of claim 22 wherein the condition is atherosclerosis, restenosis 
following angioplasty, left ventricular hypertrophy, or myocardial infarction. 

27. The method of claim 22 wherein the condition is stroke or ischemic 
damages of heart, lung, gut, kidney, liver, pancreas, spleen or brain. 

30 

28. The method of claim 22 wherein the condition is acute or chronic organ 
transplant rejection, preservation of the organ for transplantation, graft versus host disease or 
multiple organ failure. 

35 
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29. The method of claim 22 wherein the condition is epilepsy, Alzheimer's 
disease, or Parkinson's disease. 



15 



30. The method of claim 22 wherein the condition is an immunological response 
to bacterial or viral infection. 

31. The method of claim 22 wherein the condition is solid tumor or cancers of a 
variety of tissues such as colon, rectum, prostate, liver, lung, bronchus, pancreas, brain, head, 
neck, stomach, skin, kidney, cervix, blood, larynx, esophagus, mouth, pharynx, urinary bladder, 
ovary or uterine. 

32. The method of claim 22 wherein A is a direct bond. 

33. The method of claim 22 wherein A is -(CH^-. 

34. The method of claim 22 wherein A is -(CH 2 ) 6 CH=CH(CH 2 ) C -. 

35. The method of claim 22 wherein A is -iCH 2 ) b C=C(CH^) c -. 

36. The method of claim 22 wherein R, is aryl optionally substituted with one to 
four substituents independently selected from R 3 . 

37. The method of claim 22 wherein R, is heteroaryl optionally substituted with 
25 one to four substituents independently selected from R 3 . 

38. The method of claim 22 wherein R, is heterocycle fused to phenyl optionally 
substituted with one to four substituents independently selected from R,. 



20 



30 39 - The method of claim 22 wherein R 2 is -(CH 2 ) 6 C(=0)R5. 

40. The method of claim 22 wherein R 2 is -(CH^CCK^NRjRg. 

4 1 . The method of claim 22 wherein R 2 is -(CH 2 )NR 5 C(=0)R 6 . 

35 



-405- 



3NSDOCID: <WO 0210137A2_I_> 



WO 02/10137 

42 



PCT/USO 1/23890 

The method of claim 22 wherein R 2 is -(CH 2 ) 6 NR 5 R 6 . 



10 



43. The method of claim 22 wherein R 2 is R 4 . 

44. The method of claim 43 wherein R 4 is substituted alkyl. 

45. The method of claim 43 wherein R 4 is substituted arylalkyl. 

46. The method of claim 43 wherein R 4 is substituted heterocycle. 

47. The method of claim 43 wherein R 4 is 3-triazolyl, optionally substituted at 
its 5-position with: 

(a) a C r C 4 straight or branched chain alkyl group optionally substituted with a 
hydroxyl, methylamino, dimethylamino or 1-pyrrolidinyl group; or 

.(b) a 2-pyrrolidinyl group. 

48. The method of claim 43 wherein R 4 is tetrazole. 

49. The method of claim 43 wherein R 4 is imidazole. 

20 

50. A method for treating or preventing rheumatoid arthritis; rheumatoid 
spondylitis; osteoarthritis; gout; asthma, bronchitis; allergic rhinitis; chronic obstructive pulmonary 
disease; cystic fibrosis; inflammatory bowel disease; irritable bowel syndrome; mucous colitis; 
ulcerative colitis; Crohn's disease; Huntington's disease; gastritis; esophagitis; hepatitis; 

25 

pancreatitis; nephritis; multiple sclerosis; lupus erythematosus; Type II diabetes; atherosclerosis; 
restenosis following angioplasty; left ventricular hypertrophy; myocardial infarction; stroke; 
ischemic damages of heart, lung, gut, kidney, liver, pancreas, spleen and brain; acute or chronic 
organ transplant rejection; preservation of an organ for transplantation; graft versus host disease; 
endotoxin shock; multiple organ failure; psoriasis; bum caused by exposure to fire, chemicals, or 
radiation; eczema; dermatitis; skin graft; ischemia; ischemic conditions associated with surgery or 
traumatic injury; epilepsy; Alzheimer's disease; Parkinson's disease; immunological response to 
bacterial or viral infection; cachexia; angiogenic and proliferative dieseases; solid tumor; and 
cancers of a variety of tissues such as colon, rectum, prostate, liver, lung, bronchus, pancreas, 
brain, head, neck, stomach, skin, kidney, cervix, blood, larynx, esophagus, mouth, pharynx, urinar> 



35 
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bladder, ovary, or uterine comprising administering to a patient in need of such treatment or 
prevention an effective amount of a compound having the structure: 




or a pharmaceutically acceptable salt thereof, 
wherein: 



15 



20 



25 



30 
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A is a direct bond, -(CH^-, -(CH^ b CH=CR(CH^) c - > or -(CH^C^CCCH^-; 
R, is aryl, heteroaryl or heterocycle fused to phenyl, each being optionally 

substituted with one to four substituents independently selected from R 3 ; 
R 2 is -R 3 , -R 4 , -(CH 2 ) 6 C(=0)Rs, -(CH^CO-OPRs, -(CH^C^NR^, 
-(CH^CC^NR^CH^CC^)^, -(CR^^C^O)^, 
-(C^^CC^NRfiR,, -(CH^NR^, -(CH 2 ) 4 OR5, 
-(CH^SO^ or -(CH^SO^R,. 
a is 1, 2, 3, 4, 5 or 6; 

b and c are the same or different and at each occurrence independently selected 

from 0, 1, 2, 3 or 4; 
d is at each occurrence 0, 1 or 2; 

R 3 is at each occurrence independently halogen, hydroxy, carboxy, alkyl, alkoxy, 

haloalkyl, acyloxy, thioalkyl, sulfinylalkyl, sulfonylalkyl, hydroxyalkyl, ary] , 
substituted aryl, arylalkyl, substituted arylalkyl, heterocycle, substituted 
heterocycle, heterocyclealkyl, substituted heterocyclealkyl, -C(=0)OR 8 , - 
OC(=0)R 8 , -C(=0)NR 8 R 9 , -C(=0)NR 8 OR 9 , -S0 2 NR 8 R9, -NR^C^R,, -CN, 
-N0 2 , -NRgR^, -NR^O)^, -NR 8 C(=0)(CH 2 ) 6 OR 9 , -NRgCC^XCH^, 
-OCCH^NRgR^ or heterocycle fused to phenyl; 

R 4 is alkyl, aryl, arylalkyl, heterocycle or heterocyclealkyl, each being optionally 

substituted with one to four substituents independently selected from R 3 , or 
R 4 is halogen or hydroxy; 

R5, Rg and R 7 are the same or different and at each occurrence independently 

hydrogen, alkyl, aryl, arylalkyl, heterocycle or heterocyclealkyl, wherein 
each of R^ R$ and R 7 are optionally substituted with one to four substituenfc 
independently selected from R 3 ; and 
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15 



R 8 and are the same or different and at each occurrence independently hydrogen, 
alkyl, aryl, arylalkyl, heterocycle, or heterocyclealkyl, or R 8 and R<, taken 
together with the atom or atoms to which they are bonded form a 
heterocycle, wherein each of R 8 , R,, and R 8 and R, taken together to form a 
heterocycle are optionally substituted with one to four substituents 
independently selected from R 3 . 

5 1 . The method of claim 50 wherein: 

R 2 is -R 4 , -(CH 2 ),CeO)R 5 , -(CH 2 ),C(=0)OR 5 , -(CH 2 ),C(-0)NR 5 R 6 , 
-(CH 2 ),C(=0)NR 5 (CH 2 ) c C(=0)R 65 -(CH 2 )^C(=0)R^ 
-(CH 2 ),NR 5 C(=0)NR 6 R 79 -(CH^^R,, -(CH^ORs, -(CH^SO^ or 
-(CH 2 ),S0 2 NR 5 R 6 . 

52. The method of claim 50 wherein A is a direct bond. 

53 . The method of claim 50 wherein A is -(CH 2 ) fl -. 

54. The method of claim 50 wherein A is -(CH^CH^CHCCH^-. 

* 

* 

5 5 . The method of claim 50 wherein A is -(CH 2 ) b C = C(CH 2 ) e -. 

56. The method of claim 50 wherein R, is aryl optionally substituted with one to 
four substituents independently selected from R 3 . 

25 

57. The method of claim 50 wherein R, is heteroaryl optionally substituted with 
one to four substituents independently selected from R 3 . 

58. The method of claim 50 wherein R, is heterocycle fused to phenyl optionally 
3Q substituted with one to four substituents independently selected from R 3 . 

5 9. The method of claim 50 wherein R 2 is -(CH 2 ) i C(=0)R 5 . 



20 



60. The method of claim 50 wherein R 2 is -(CH^C^C^NRjR,.. 



35 
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The method of claim 50 wherein R 2 is -(CH^N^C^O)!^. 



10 



61. The method of claim 50 wherein R 2 is -(CH 2 ) i( NR 5 R 6 . 

63 . The method of claim 50 wherein R 2 is R,. 

64. The method of claim 63 wherein R 4 is substituted alkyl. 

65. The method of claim 63 wherein R> is substituted arylalkyl. 



66. 



The method of claim 63 wherein R 4 is substituted heterocycle. 



67. The method of claim 63 wherein R 4 is 3-triazolyl, optionally substituted at 
its 5-position with: 

15 

(a) a C,-C 4 straight or branched chain alkyl group optionally substituted with a 
hydroxyl, methylamino, dimethylamino or 1-pyrrolidinyl group; or 

(b) a 2-pyrrolidinyl group. 

M 68. The method of claim 63 wherein is tetrazole. 

69. The method of claim 63 wherein R 4 is imidazole. 

70. The compound of claim 1, wherein -A-R, is phenyl, optionally substituted 
with one to four substituents independently selected from halogen, alkoxy, -NR^OR, 
-CK^NRgR,, and -OCCH^^NRgR,, wherein b is 2 or 3. 

71. The compound of claim 1, wherein R 2 is -(CH^C^ONRjR^ 
-(CH 2 ) 6 NR 5 C(=0)R«, 3-triazolyl or 5-tetrazolyl, wherein b is 0. 



30 72. 



The compound of claim 1, wherein R, is 3-triazolyl or 5-tetrazolyl. 



73. The compound of claim 1, wherein: 

(a) -A-R, is phenyl, optionally substituted with one to four substituents 
independently selected from halogen, alkoxy, -NRsC(=0)R,, -C^NRgR,, 
and -OCC^NRgR, wherein b is 2 or 3; and 
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(b) R 2 is -(CH^.CC^NRjR,, -(CH 2 ) 6 NR 5 C(=0)R 6 , 3-triazolyl or 5-tetrazolyl, 
wherein b is 0.. 

74. The compound of claim 1, wherein 
5 (a) -A-Rj is phenyl, optionally substituted with one to four substituents 

independently selected from halogen, alkoxy, -NRgC^O)!^, -C(=0)NR 8 R 9 , 
and -0(CH 2 ) fr NR 8 R 9 , wherein b is 2 or 3; and 

(b) R 2 is 3-triazolyl or 5-tetrazolyl. 

10 75. The method of claim 22, wherein -A-R, is phenyl, optionally substituted 

with one to four substituents independently selected from halogen, alkoxy, -NR 8 C(=0)R 9 , 
-C(=0)NR 8 R 9 , and -0(CH 2 ) 6 NR 8 R 9 , wherein b is 2 or 3. 

76. The method of claim 22, wherein R 2 is -(CH^CC^NR^^ 
15 -(CH 2 ) fr NR 5 C(=0)R 6 , 3-triazolyl or 5-tetrazolyl, wherein b is 0. 

77. The method of claim 22, wherein R 2 is 3-triazolyl or 5-tetrazolyl. 

78. The method of claim 22, wherein: 

(a) -A-Rj is phenyl, optionally substituted with one to four substituents 
independently selected from halogen, alkoxy, -NR 8 C(=0)R 9 , -C(=0)NR 8 R 9 , 

and -OCCH^j^SfRgRp, wherein b is 2 or 3; and 

(b) R 2 is -(CH 2 ) 6 C(=0)NR 5 R 6 , -(CH 2 ),NR 5 C(=0)R 6 , 3-triazolyl or 5-tetrazolyl, 

wherein b is 0. 

25 

79. The method of claim 22, wherein 

(a) -A-Rj is phenyl, optionally substituted with one to four substituents 
independently selected from halogen, alkoxy, -NR 8 C(=0)R 9 , -C(=0)NR 8 R9, 
and -0(CH 2 ) / ^R 8 R 9 , wherein b is 2 or 3; and 

OA 

JU (b) R 2 is 3-triazolyl or 5-tetrazolyl. 

80. The method of claim 50, wherein -A-Rj is phenyl, optionally substituted 
with one to four substituents independently selected from halogen, alkoxy, -NR 8 C(=0)R9, 
-C(=0)NR 8 R 9 , and -OCCH^^NR^, wherein b is 2 or 3. 

35 
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81. The method of claim 50, wherein R 2 is -(CH 2 ) 6 C(=0)NR 5 R^, 
"( CH 2)* NR 5C(=0)R 6 . 3-triazolyl or 5-tetrazolyl, wherein b is 0. 



82. 



The method of claim 50, wherein R 2 is 3-triazolyl or 5-tetrazolyl. 



83. The method of claim 50, wherein: 

(a) -A-R, is phenyl, optionally substituted with one to four substituents 
independently selected from halogen, alkoxy, -NR 8 C(=0)R„ -C(=0)NR g R 9 , 
and -0(CH 2 ) 4 NR g R„ wherein b is 2 or 3; and 

10 ^ * 2 is -( CH AC(=0)NR 5 R 6 , -(CH^^NR^OR,, 3-triazolyl or 5-tetrazolyl 

wherein b is 0. 

84. The method of claim 50, wherein: 

(a) " A_R i is Phenyl, optionally substituted with one to four substituents 
independently selected from halogen, alkoxy, -NRgQKJJR,, -C(=0)NR 8 R 9 , 

and -OCCH^jNR^ wherein b is 2 or 3; and 

(b) R 2 is 3-triazolyl or 5-tetrazolyl. 

20 85 - 7116 com POund of claim 18 wherein R 4 is methyl, n-propyl, isopropyl, 1- 

hydroxyethyl, 3-hydroxypropyl, methylaminomethyl, dimethylaminomethyl, 1- 
(dimethylamino)ethyl, 1-pyrrolidinylmethyl or 2-pyrrohdinyl. 

86. The method of claim 47 wherein R 4 is methyl, n-propyl, isopropyl, 1- 
^ hydroxyethyl, 3-hydroxypropyl, methylaminomethyl, dimethylaminomethyl, 1 - 

(dmethylamino)ethyl, 1 -pyrrohdinylmethyl or 2-pyrrolidinyl. 

87. The method of claim 67 wherein R 4 is methyl, n-propyl, isopropyl, 1- 
hydroxyethyl, 3-hydroxypropyl, methylaminomethyl, dimethylaminomethyl, 1 - 
(dimethylamino)ethyl, 1 -pyrrohdinylmethyl or 2-pyrrohdinyl. 



35 
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This application claims the benefit of U.S. Provisional Application No. 60/221,799, 
filed July 31, 2000. 

1. FIELD OF THE INVENTION 
This invention is generally directed to indazole derivatives useful as Jun N- 
terminal kinase (JNK) inhibitors, compositions comprising the indazole derivatives and 
methods for their use. 

2. BACKGROUND OF THE INVENTION 
The Jun N-teiminal kinase (JNK) pathway is activated by exposure of cells to 
environmental stress or by treatment of cells with pro-inflammatory cytokines. Targets of 
the JNK pathway include the transcription factors c-jun and ATF2 (Whitmarsh A.J., and 
Davis R.J. J. Mol Med. 74:589-607, 1996). These transcription factors are members of the 
basic leucine zipper (bZIP) group that bind as homo- and hetero-dimeric complexes to AP-1 
and AP-1 -like sites in the promoters of many genes (Karin M., Liu Z.G. and Zandi E. Curr. 
Opin. Cell Biol. 9:240-246, 1997). JNK binds to the N-terminal region of c-jun and ATF-2 
and phosphorylates two sites within the activation domain of each transcription factor (Hibi 
M., Lin A., Smeal T„ Minden A., Karin M. Genes Dev. 7:2135-2148, 1993; Mohit A.A., 
Martin M.H., and Miller C.A. Neuron 14:67-75, 1995). Three JNK enzymes have been 
identified as products of distinct genes (Hibi et al, supra; Mohit et al., supra). Ten different 
isoforms of JNK have been identified. These represent alternatively spliced forms of three 
different genes: JNK1, JNK2 and JNK3. JNK1 and 2 are ubiquitously expressed in human 
tissues, whereas JNK3 is selectively expressed in the brain, heart and testis (Dong C, Yang 
D., Wysk M., Whitmarsh A., Davis R., Flavell R. Science 270:1-4, 1998). Gene transcripts 
are alternatively spliced to produce four-JNKl isoforms, four-JNK2 isoforms and two-JNK3 
isoforms. JNK1 and 2 are expressed widely in mammalian tissues, whereas JNK3 is 
expressed almost exclusively in the brain. Selectivity of JNK signaling is achieved via 
specific interactions of JNK pathway components and by use of scaffold proteins that 
selectively bind multiple components of the signaling cascade. JIP-1 (JNK-interacting 
protein- 1) selectively binds the MAPK module, MLK - JNKK2 - JNK. It has no binding 
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affinity for a variety of other MAPK cascade enzymes. Different scaffold proteins are likely 
to exist for other MAPK signaling cascades to preserve substrate specificity. 

JNKs are activated by dual phosphorylation on Thr-1 83 and Tyr-1 85. 
JNKK1 (also known as MKK 4) and JNKK2 (MKK7), two MAPKK level enzymes, can 

5 mediate JNK activation in cells (Lin A., Minden A., Martinetto H., Claret F.-Z., Lange- 
Carter C, Mercurio F., Johnson G.L., and Karin M. Science 268:286-289, 1995; Tournier 
C, Whitmarsh A.J., Cavanagh J., Barrett T., and Davis R.J. Proc. Nat. Acad. Sci. USA 
94:7337-7342, 1997). JNKK2 specifically phosphorylates JNK, whereas JNKK1 can also 
phosphorylate and activate p38. Both JNKK1 and JNKK2 are widely expressed in 

10 mammalian tissues. JNKK1 and JNKK2 are activated by the MAPKKK enzymes, MEKK1 
and 2 (Lange-Carter C.A., Pleiman CM., Gardner A.M., Blumer K.J., and Johnson G.L. 
Science 260:315-319, 1993; Yan M., Dai J.C., Deak J.C., Kyriakis J.M., Zon L.L, Woodgett 
J.R., and Templeton D.J. Nature 372:798-781, 1994). Both MEKK1 and MEKK2 are 
widely expressed in mammalian tissues. 

15 Activation of the JNK pathway has been documented in a number of disease 

settings, providing the rationale for targeting this pathway for drug discovery. In addition, 
molecular genetic approaches have validated the pathogenic role of this pathway in several 
diseases. For example, autoimmune and inflammatory diseases arise from the over-activation 
of the immune system. Activated immune cells express many genes encoding inflammatory 

20 molecules, including cytokines, growth factors, cell surface receptors, cell adhesion 
molecules and degradative enzymes. Many of these genes are regulated by the JNK 
pathway, through activation of the transcription factors AP-1 and ATF-2, including TNFcc, 
IL-2, E-selectin and matrix metalloproteinases such as collagenase-1 (Manning A.M. and 
Mercurio F. Exp. Opin Invest. Drugs 6: 555-567, 1997). Monocytes, tissue macrophages 

25 and tissue mast cells are key sources of TNFa production. The JNK pathway regulates 
TNFcc production in bacterial lipopolysaccharide-stimulated macrophages, and in mast cells 
stimulated through the FceRII receptor (Swantek J.L., Cobb M.H., Geppert T.D. Mol. Cell. 
Biol 17:6274-6282, 1997; Ishizuka T., TeredaN., Gerwins P., Hamelmann E., Oshiba A., 
Fanger G.R., Johnson G.L., and Gelfland E.W. Proa Nat. Acad. Sci. USA 94:6358-6363, 

30 1997). Inhibition of JNK activation effectively modulates TNFa secretion from these cells. 
The JNK pathway therefore regulates production of this key pro-inflammatory cytokine. 
Matrix metalloproteinases (MMPs) promote cartilage and bone erosion in rheumatoid 
arthritis, and generalized tissue destruction in other autoimmune diseases. Inducible 
expression of MMPs, including MMP-3 and MMP-9, type II and IV collagenases, are 

35 regulated via activation of the JNK pathway and AP-1 (Gum R., Wang H., Lengyel E., 

-2- 
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Juarez J., and Boyd D). Oncogene 14:1481-1493, 1997). In human rheumatoid 
synoviocytes activated with TNFa, IL-1, or Fas ligand the JNK pathway is activated (Han 
Z., Boyle D.L., Aupperle K.R., Bennett B., Manning A.M., Firestein G.S. J. Pharrn. Exp. 
Therap. 291:1-7, 1999; Okamoto K., Fujisawa K., Hasunuma T., Kobata T., Sumida T., and 

5 Nishioka K. Arth & Rheum 40: 919-26, 1997). Inhibition of JNK activation results in 
decreased AP-1 activation and collagenase-1 expression (Han et al., supra). The JNK 
pathway therefore regulates MMP expression in cells involved in rheumatoid arthritis. 

Inappropriate activation of T lymphocytes initiates and perpetuates many . 
autoimmune diseases, including asthma, inflammatory bowel disease and multiple sclerosis. 

10 The JNK pathway is activated in T cells by antigen stimulation and CD28 receptor co- 
stimulation and regulates production of the growth factor IL-2 and cellular proliferation (Su 
B., Jacinto E., Hibi M., Kallunki T., Karin M., Ben-Neriah Y. Cell 77:727 '-736, 1994; Faris 
M., Kokot N., Lee L., and Nel A.E. J. Biol Chem. 271:27366-27373, 1996). Peripheral 
T cells from mice genetically deficient in JNKK1 show decreased proliferation and IL-2 

15 production after CD28 co-stimulation and PMA / Ca2+ ionophore activation, providing 
important validation for the role of the JNK pathway in these cells (Nishina H., Bachmann 
M., Oliveria-dos-Santos AJ., et al. J. Exp. Med. 186: 941-953, 1997). It is known that 
T cells activated by antigen receptor stimulation in the absence of accessory cell-derived co- 
stimulatory signals lose the capacity to synthesize IL-2, a state called clonal anergy. This is 

20 an important process by which auto-reactive T cell populations are eliminated from the 
peripheral circulation. Of note, anergic T cells fail to activate the JNK pathway in response 
to CD3- and CD28-receptor co-stimulation, even though expression of the JNK enzymes is 
unchanged (Li W., Whaley CD., Mondino A., and Mueller D.L. Science 271: 1272-1276, 
1996). Recently, the examination of JNK-deficient mice revealed that the JNK pathway 

25 plays a key role in T cell activation and differentiation to T helper 1 and 2 cell types. JNK1 
or JNK2 knockout mice develop normally and are phenotypically unremarkable. Activated 
naive CD4+ T cells from these mice fail to produce IL-2 and do not proliferate well 
(Sabapathy, K, Hu, Y, Kallunki, T, Schreiber, M, David, J-P, Jochum, W, Wagner, E, Karin, 
M. CurrBiol 9:116-125, 1999). It is possible to induce T cell differentiation in T cells from 

30 these mice, generating Thl cells (producers of IFN-g and TNF0) and Th2 effector cells 
(producers of IL-4, IL-5, IL-6, IL-10 and IL-13). Deletion of either JNK1 or JNK2 in mice 
resulted in a selective defect in the ability of Thl effector cells to express IFNg. This 
suggests that JNK1 and JNK2 do not have redundant functions in T cells and that they play 
different roles in the control of cell growth, differentiation and death. The JNK pathway 

35 therefore, is an important point for regulation of T cell responses to antigen. 

: 
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■ 

Cardiovascular disease ("CVD") accounts for nearly one quarter of total 
annual deaths worldwide. Vascular disorders such as atherosclerosis and restenosis result 
from dysregulated growth of the vessel wall, restricting blood flow to vital organs. The JNK 
pathway is activated by atherogenic stimuli and regulates local cytokine and growth factor 

5 production in vascular cells (Y ang DD, Conze D, Whitmarsh AJ, et al, Immunity, 9:575, 
1998). In addition, alterations in blood flow, hemodynamic forces and blood volume lead to 
JNK activation in vascular endothelium, leading to AP-1 activation and pro-atherosclerotic 
gene expression (Aspenstrom P., Lindberg U., and Hall A. Cwt. Biol 6:70-77, 1996). 
Ischemia and ischemia coupled with reperfiision in the heart, kidney or brain result in cell 

10 death and scar formation, which can ultimately lead to congestive heart failure, renal failure 
or cerebral dysfunction. In organ transplantation, reperfiision of previously ischemic donor 
organs results in acute leukocyte-mediated tissue injury and delay of graft function. The 
JNK pathway is activated by ischemia and reperfiision (Li Y., Shyy J., Li S., Leo J., Su B., 
Karin M., Chien S Mol. Cell. Biol 16:5947-5954, 1996), leading to the activation of JNK- 

15 responsive genes and leukocyte-mediated tissue damage. In a number of different settings 
JNK activation can be either pro- or anti-apoptotic. JNK activation is correlated with 
enhanced apoptosis in cardiac tissues following ischemia and reperfiision (Pombo CM, 
Bonventre JV, Avruch J, Woodgett JR, Kyriakis J.M, Force T. Biol Chem. 269:26546- 
26551, 1994). 

20 Cancer is characterized by uncontrolled growth, proliferation and migration 

of cells. Cancer is the second leading cause of death with 500,000 deaths and an estimated 
1.3 million new cases in the United States in 1996. The role of signal transduction pathways 
contributing to cell transformation and cancer is a generally accepted concept. The JNK 
pathway leading to AP-1 appears to play a critical role in cancer. Expression of c-jun is 

25 altered in early lung cancer and may mediate growth factor signaling in non-small cell lung 
cancer (Yin T., Sandhu G., Wolfgang CD., Burrier A., Webb R.L., Rigel D.F. Hai T., and 
Whelan J. J. Biol Chem. 272:19943-19950, 1997). Indeed, over-expression of c-jun in cells 
results in transformation, and blocking c-jun activity inhibits MCF-7 colony formation 
(Szabo E., Riffe M., Steinberg S.M., Birrer M.J., Linnoila R.I. Cancer Res. 56:305-315, 

30 1996). DNA-damaging agents, ionizing radiation and tumor necrosis factor activate the JNK 
pathway. In addition to regulating c-jun production and activity, JNK activation can regulate 
phosphorylation of p53, and thus can modulate cell cycle progression (Chen T.K., Smith 
L.M., Gebhardt D.K., Binrer M.J., Brown P.H. Mol Carcinogenesis 15:215-226, 1996). 
The oncogene BCR-Abl, associated with t(9,22) Philadelphia chromosome translocation of 

35 chronic myelogenous leukemia, activates JNK and leads to transformation of hematopoietic 
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cells (Milne D.M., Campbell L.E., Campbell D.G., Meek D.W. J. Biol. Chem. 270:551 1- 
5518, 1995). Selective inhibition of JNK activation by a naturally occurring JNK inhibitory 
protein, called HP- 1, blocks cellular transformation caused by BCR-Abl expression (Raitano 
A.B., Halpern J.R., Hambuch T.M., Sawyers C.L. Proc. Nat. Acad. Sci USA 92:11746- 
5 1 1750, 1995). Thus, JNK inhibitors may block transformation and tumor cell growth. 

In general, the class of compounds known as "indazoles" is well known. 
More specifically, an "indazole" is a compound containing a fused, bicyclic ring system 
having the following structure: 




Compounds of the above structure are typically referred to as "1/f-indazole" due to the 
15 presence of the hydrogen atom at the 1 -position. 

EP Patent Application 0 494 774 Al discloses compounds of the following 

structure: 



20 




I 

25 for use as agonists of the 5-hydroxytryptamine (5-HT) receptors. Such receptors exhibit 

selective vasoconstrictor activity, and the agonists of this published application are purported 
to have utility in the treatment of migraine, cluster headache, chronic paraxysmal hemicrania 
and headaches associated with vascular disorders. lH-indazoles have also been made for 
synthetic and mechanistic studies, and as intermediates in the synthesis of other potential 

30 therapeutics. For example, the following references disclose 3-phenyl-5-methyl-lH-indazole: 
Pharmazie 54<2J:99-101, 1999; Dopov. Akad. Nauk Ukr. 5:126-31, 1994; Pokl Akad. 
NaukSSSR 305^:1378-81, 1989; Yakugaku Zasshi 1 06(1 1)\ 1002-7, 1986 (also reports 5- 
Ph-3-CHO derivative); Yakugaku Zasshi 1 06(1 1):995-I00l 9 1986; Heterocycles 
24(10):211\-5, 1986; JP 60/004184; JP 60/004185; EP 23633; J. Org. Chem. 43(10):2037- 

35 41, 1978 (also reports 3-(4-Me-Ph)-5-Me derivative); JP 60/004824; JP 59/036627; 

■ 
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US 3,994,S90; JP 5S/030313; JP 60/003063. Additional 3-phenyl indazoles with the 
indicated 5-substitucnts arc disclosed in the following references: EP 55450 (CHO); U.S. 
5,760,02S and WO 97/23480 (C0 2 Et; also disclose 3-C=CPh-5-C0 2 Et derivative); DE 
1266763 and Justus Liebigs Ann. Chem. 697:17-41, 1966 (OMe). EP 470039 discloses the 

5 3-(4-fluorophen\4>-5-trifluoromethyl indazole, and Heterocycles (36(11) :2489-95, 1993) 
discloses the 3-(6 ,7-dimethoxyisoquinolin-l-yl)-54iydroxy derivative. 

Accordingly, there is a need in the art for selective inhibitors of JNK. In 
addition, there is a need for pharmaceutical compositions comprising one or more inhibitors, 
as well as for methods for treating conditions in animals which are responsive to such 

1 0 inhibitors. The present invention fulfills these needs, and provides further related advantages. 

3. SUMMARY OF THE INVENTION 
In brief, the present invention is directed to novel compounds having activity 
as selective inhibitors of JNK, and to compositions and methods related thereto. 
1 5 The novel compounds of the present invention may generally be classified as 

* 

"indazole derivatives" having the following structure (I): 



H 



20 




(I) 

wherein A, R, and R 2 are as defined below, including isomers, prodrugs and pharmaceutically 

25 acceptable salts thereof. 

The present invention is also directed to methods for treating a variety of 
conditions by administering an effective amount of a compound of structure (I) to an animal 
or subject in need thereof (referred to herein as a "patient"), typically a warm-blooded animal 
(including a human). Prior to administration, one or more compounds of this invention are 

30 typically formulated as a pharmaceutical composition which contains an effective dosage 
amount of one or more of such compounds in combination with one (or more) 
pharmaceutically acceptable carrier(s). Conditions that may be treated by the compounds of 
this invention, or a pharmaceutical composition containing the same, include any condition 
which may benefit from administration of JNK inhibitors, and are particularly useful for the 

35 prevention and/or treatment of various diseases including (but not limited to) rheumatoid 
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arthritis; rheumatoid spondylitis; osteoarthritis; gout; asthma, bronchitis; allergic rhinitis; 

chronic obstructive pulmonary disease; cystic fibrosis; inflammatory bowel disease; 

irritable bowel syndrome; mucous colitis; ulcerative colitis; Crohn's disease; Huntington's 

disease; gastritis; esophagitis; hepatitis; pancreatitis; nephritis; multiple sclerosis; lupus 
5 erythematosus; Type II diabetes; atherosclerosis; restenosis following angioplasty; left 

ventricular hypertrophy; myocardial infarction; stroke; ischemic damages of heart, lung, 
gut, kidney, liver, pancreas, spleen and brain; acute or chronic organ transplant rejection; 
preservation of the organ for transplantation; graft versus host disease; endotoxin shock;' 
multiple organ failure; psoriasis; bum from exposure to fire, chemicals or radiation; 
10 eczema; dermatitis; skin graft; ischemia; ischemic conditions associated with surgery or 
traumatic injury; epilepsy; Alzheimer's disease; Parkinson's disease; immunological 
response to bacterial or viral infection; cachexia; angiogenic and proliferative dieseases; 
solid tumor; and cancers of a variety of tissues such as colon, rectum, prostate, liver, lung, 
bronchus, pancreas, brain, head, neck, stomach, skin, kidney, cervix, blood, larynx, ' 
1 5 esophagus, mouth, pharynx, urinary bladder, ovary or uterine. 

The compounds described herein could also be useful as an adjunct to 
existing and/or experimental therapies. 

These and other aspects of this invention will be evident upon reference to 
the following detailed description. To that end, certain patent and other documents are cited 
20 herein to more specifically set forth various aspects of this invention. Each of these 
documents are hereby incorporated by reference in their entirety. 

4- DETAILED DESCRIPTION OF THF. INVENTION 
As mentioned above, the present invention is directed to novel compounds 
25 which have activity as selective inhibitors of JNK. This invention is also directed to 
compositions and methods relating to the same. 

The compounds of this invention have the following structure (I): 



30 




35 including isomers, prodrugs and pharmaceutically acceptable salts thereof, 
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♦ 

wherein: 

A is a direct bond, -(CH 2 ) fl -, -(CH 2 ),CH=CH(CH 2 ) C -, or -(CH^C^CCCH^-; 

Rj is aryl, heteroaryl or heterocycle fused to phenyl, each being optionally substituted 

with one to four substituents independently selected from R 3 ; 
5 R 2 is -R 3 , -R 4 , -(CH 2 ),C(=0)R5, -(CH 2 ),C(=0)OR 5 , KCH 2 ),C(=0)NR 5 R 6 , 

-(CH 2 ),C(=0)NR 5 (CH 2 ) c C(=0)R 6 , -(CH^^C^OR,, 

.(CH 2 ),NR 5 C(=0)NR 6 R 7 , ^CH^NR^, -(CH^OR^, 

-(CH^SO^ or -(CH^SO.NR^ 
a is 1, 2, 3, 4, 5 or 6; 

10 b and c are the same or different and at each occurrence independently selected from 

0, 1, 2, 3 or 4; 
d is at each occurrence 0, 1 or 2; 

R 3 is at each occurrence independently halogen, hydroxy, carboxy, alkyl, <alkoxy, 

haloalkyl, acyloxy, thioalkyl, sulfinylalkyl, sulfonylalkyl, hydroxyalkyl, aryl, 
15 substituted aryl, arylalkyl, substituted arylalkyl, heterocycle, substituted 

heterocycle, heterocycloalkyl, substituted heterocyclealkyl, -C(=0)OR 8 , 

-OC(=0)R 8 , -C(=0)NR 8 R 9 , -C(=0)NR 8 OR 9 , -SC^NRgR,, -NRgSO^, -CN, 

-N0 2 , -NRgR^, -NR 8 C(=0)R 9 , -NR 8 C(=0)(CH 2 ),OR 9 , -NR 8 C(K))(CH 2 )^, 

-0(CH 2 ) 6 NR 8 R 9 , or heterocycle fused to phenyl; 
20 R 4 i s alkyl, aryl, arylalkyl, heterocycle or heterocycloalkyl, each being optionally 

substituted with one to four substituents independently selected from R 3 , or 

R 4 is halogen or hydroxy; 
R 5 , R 6 and R 7 are the same or different and at each occurrence independently 

hydrogen, alkyl, aryl, arylalkyl, heterocycle or heterocycloalkyl, wherein each 
25 of R 5 , R 6 and R 7 are optionally substituted with one to four substituents 

independently selected from R 3 ; and 
R g and R$ are the same or different and at each occurrence independently hydrogen, 

alkyl, aryl, arylalkyl, heterocycle, or heterocycloalkyl, or R 8 and R^ taken 

together with the atom or atoms to which they are bonded form a 
30 heterocycle, wherein each of R 8 , K» and R 8 and R<> taken together to form a 

heterocycle are optionally substituted with one to four substituents 

independently selected from R 3 ; 
with the proviso that: 

when A is a direct bond and R, is phenyl, 
35 R 2 is not methyl, methoxy, C(=0)CH 3 or C(=0)H; 
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when A is a direct bond and R 1 is 4-Me-phenyl, 

R 2 is not methyl; 
when A is a direct bond and Rj is 4-F-phenyl, 

R 2 is not trifluoromethyl; 
5 when A is a direct bond or -C=C- and K } is phenyl, 

R 2 is not -COOEt; and 
when A is a direct bond and Rj is 6,7-dimethoxyisoquinolin-l-yl, 

R 2 is not hydroxy. 

In one embodiment, -A-Rj is phenyl, optionally substituted with one to four 
10 substituents independently selected from halogen, alkoxy, -NR 8 C(=0)R9, -C(=0)NR 8 R9 5 
and -0(CH 2 ) 6 NR 8 R 9 , wherein b is 2 or 3 and wherein Rg and R$ are defined above. 

In another embodiment, R 2 is -R 4 , -(CH 2 ) 6 C(=0)R 5 , -(CH 2 ) fr C(=O)0R 5 , 
^(CHACC^NRsR,, -(CH 2 ),C(=0)NR 5 (CH 2 ) c C(==0)R 6 , -(CH^^C^Re, . 
-(CH 2 ),NR 5 C(=0)NR 6 R 7 , -(CH^^NR^, -(CH^ORs, -(CH^SO^ or -(CH 2 ),S0 2 NR^ 
15 and b is an integer ranging from 0-4. 

In another embodiment, R 2 is ^CH^C^O)^]^, -(CH^NR^C^O^, 
3-triazolyl or 5-tetrazolyl, wherein b is 0 and wherein R 8 and R^ are defined above. 

In a preferred embodiment, R 2 is 3-triazolyl or 5-tetrazolyl. 
In another preferred embodiment: 
20 (a) -A-Ri is phenyl, optionally substituted with one to four substituents 

independently selected from halogen, alkoxy, -NR 8 C(=0)R9, -C(=0)NR 8 R9, 
and -0(CH 2 ) 6 NR 8 R<>, wherein b is 2 or 3; and 

(b) R 2 is -(CH^CC^NR^, -(CH 2 ) / ,NR 5 C(=0)R 6 , 3-triazolyl or 5- 
tetrazolyl, wherein b is 0 and wherein R 8 and R^ are defined above. 
25 in a more preferred embodiment: 

(a) -A-R, is phenyl, optionally substituted with one to four substituents 
independently selected from halogen, alkoxy, -NR 8 C(=0)R 9 , -C(=0)NR 8 R 9 , 

and -0(CH 2 ) 6 NR 8 R 9 , wherein 6 is 2 or 3; and 

(b) R 2 is 3-triazolyl or 5-tetrazolyl. 

30 in another preferred embodiment, R 2 is and R 4 is 3-triazolyl, optionally 

substituted at its 5-position with: 

(a) a C r C 4 straight or branched chain alkyl group optionally substituted 
with a hydroxyl, methylamino, dimethylamino or 1-pyrrolidinyl group; or 

(b) a 2-pyrrolidinyl group. 

35 

: 
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In a more preferred embodiment, R 2 is R 4 , and R 4 is methyl, n-propyl, 
isopropyl, 1-hydroxyethyl, 3-hydroxypropyl, methylaminomethyl, dimethylaminomethyl, 1- 
(dimethylamino)ethyl, 1-pyrrolidinylmethyl or 2-pyrrolidinyl. 

As used herein, the terms used above having following meaning. 

5 "Alkyl" means a straight chain or branched, saturated or unsaturated alkyl, 

cyclic or non-cyclic hydrocarbon having from 1 to 10 carbon atoms. Representative 
saturated straight chain alkyls include methyl, ethyl, n-propyl, n-butyl, n-pentyl, n-hexyl, and 
the like; while saturated branched alkyls include isopropyl, sec-butyl, isobutyl, terf-butyl, 
isopentyl, and the like. Unsaturated alkyls contain at least one double or triple bond between 

10 adjacent carbon atoms (also referred to as an "alkenyl" or "alkynyl", respectively). 

Representative straight chain and branched alkenyls include ethylenyl, propylenyl, 1-butenyl, 
2-butenyl, isobutylenyl, 1-pentenyl, 2-pentenyl, 3-methyl-l-butenyl, 2-methyl-2-butenyl, 2,3- 
dimethyl-2-butenyl, and the like; while representative straight chain and branched alkynyls 
include acetylenyl, propynyl, 1-butynyl, 2-butynyl, 1-pentynyl, 2-pentynyl, 3-methyl-l 

1 5 butynyl, and the like. Representative saturated cyclic alkyls include cyclopropyl, cyclobutyl, 
cyclopentyl, cyclohexyl, and the like; while unsaturated cyclic alkyls include cyclopentenyl 
and cyclohexenyl, and the like. Cycloalkyls are also referred to herein as "carbocyclic" rings 
systems, and include bi- and tri-cyclic ring systems having from 8 to 14 carbon atoms such as 
a cycloalkyl (such as cyclopentane or cyclohexane) fused to one or more aromatic (such as 

20 phenyl) or non-aromatic (such as cyclohexane) carbocyclic rings. 

"Halogen" means fluorine, chlorine, bromine or iodine. 
"Keto" means a carbonyl group (i.e.,C=0). 

l Aryl" means an aromatic carbocyclic moiety such as phenyl or naphthyl. 
'Acyloxy means an -OC(0)alkyl group, wherein "alkyl" is defined above. 
25 "Arylalkyl" means an alkyl having at least one alkyl hydrogen atom replaced 

with an aryl moiety, such as benzyl, -(CHJ^henyl, -(CH 2 ) 3 phenyl, -CH(phenyl) 2 , and the 
like. 

"Heteroaryl" means an aromatic heterocycle ring of 5- to 10 members and 
having at least one heteroatom selected from nitrogen, oxygen and sulfur, and containing at 
30 least 1 carbon atom, including both mono- and bicyclic ring systems. Representative 
heteroaryls are triazolyl, tetrazolyl, oxadiazolyl, pyridyl, furyl, benzofiiranyl, thiophenyl, 
benzothiophenyl, quinolinyl, pyrrolyl, indolyl, oxazolyl, benzoxazolyl, imidazolyl, 
benzimidazolyl, thiazolyl, benzothiazolyl, isoxazolyl, pyrazolyl, isothiazolyl, pyridazinyl, 
pyrimidinyl, pyrazinyl, triazinyl, cinnolinyl, phthalazinyl, and quinazolinyl. 

35 



44 
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"HeteroarylalkyF means an alkyl having at least one alkyl hydrogen atom 
replaced with a heteroaryl moiety, such as -CHjpyridinyl, -CH^yrimidinyl, and the like. 

"Heterocycle" means a heterocyclic ring containing from 5 to 10 ring atoms 
"Heterocycle" means a 5- to 7-membered monocyclic, or 7- to 10-membered 
5 bicyclic, heterocyclic ring which is either saturated, unsaturated, or aromatic, and which 
contains from 1 to 4 heteroatoms independently selected from nitrogen, oxygen and sulfur, 
and wherein the nitrogen and sulfur heteroatoms may be optionally oxidized, and the 
nitrogen heteroatom may be optionally quaternized, including bicyclic rings in which any of 
the above heterocycles are fused to a benzene ring. The heterocycle may be attached via any 
10 heteroatom or carbon atom. Heterocycles include heteroaryls as defined above. Thus, in 
addition to the heteroaryls listed above, heterocycles also include morpholinyl, 
pyrrolidinonyl, pyrrolidinyl, piperidinyl, hydantoinyl, valerolactamyl, oxiranyl, oxetanyl, 
tetrahydrofuranyl, tetrahydropyranyl, tetrahydropyridinyl, tetrahydroprimidinyl, ^ 
tetrahydrothiophenyl, tetrahydrothiopyranyl, tetrahydropyrimidinyl, tetrahydrothiophenyl, 
15 tetrahydrothiopyranyl, and the like. 

"Heterocycloalkyl" means an alkyl having at least one alkyl hydrogen atom 
replaced with a heterocycle, such as -CH 2 morpholinyl, and the like. 

The term "substituted" as used herein means any of the above groups (i.e., 
aryl, arylalkyl, heterocycle and heterocycloalkyl) wherein at least one hydrogen atom is 

20 replaced with a substituent. In the case of a keto substituent, two hydrogen atoms are 

replaced. Substituents include halogen, hydroxyl, alkyl, substituted alkyl (such as haloalkyl, 
mono- or di-substituted aminoalkyl, alkyloxyalkyl, and the like), aryl, substituted aryl, 
arylalkyl, substituted arylalkyl, heterocycle, substituted heterocycle, heterocycloalkyl, 
substituted heterocycloalkyl, -NR^, -NR^O^, -NR a C(=0)NR a R b , -NR^CC^ORt, 

25 -NR.SO^, -OR,, -C(=0)R3 C(-0)OR. -C(=0)NR a R b , -00(0)^, -OC^COOR^ 

-OCC^NR.Rb, -NR^SOjR,,, or a radical of the formula -Y-Z^ where Y is alkanediyl, 
substituted alkanediyl, or a direct bond, Z is -O-, -S-, -NflR^)-, -C(=0)-, -C(=0)0-, 
-OC(=0)-, -N(R^C(=0)-, -CC^ON^)- or a direct bond, wherein and are the same 
or different and independently hydrogen, amino, alkyl, substituted alkyl (including 

30 halogenated alkyl), aryl, substituted aryl, arylalkyl, substituted arylalkyl, heterocycle, 

substituted heterocycle, heterocylealkyl or substituted heterocycloalkyl, or wherein and R^, 
taken together with the nitrogen atom to which they are attached form a heterocycle or 
substituted heterocycle. 

"Haloalkyl" means alkyl having one or more hydrogen atoms replaced with 
35 halogen, such as -CF 3 . 
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"Hydroxyalkyl" means alkyl having one or more hydrogen atoms replaced 
with hydroxy, such as -CH 2 OH 

'Sulfonylalkyl" means -SO r (alkyl), wherein "alkyl" is defined above; 
'Sulfinylalkyl" means -SO-(alkyl), wherein "alkyl" is defined above; 
Thioalky" means -S-(alkyl), wherein "alkyl" is defined above; 
'Carboxyl" means -COOH. 
"Alkoxy" means -O-(alkyl), wherein "alkyl" is defined above. 
In one embodiment, compounds of this invention have structure (II) when A 
is a direct bond, and have structure (HI) when A is -(CH^-: 



10 





15 



CD 



In other embodiments, compounds of this invention have structure (IV) when 
A is a -(CH2) & CH=CH(CH 2 ) C -, and have structure (V) when A is -(CH2) 6 OC(CH 2 ) c -: 



20 



25 




(CH 2 )f,CH= CH (CH ) C -R., 
(IV) 




(CH2)i,OBCH(CH 2 ) c -Ri 
(V) 



30 



In further embodiments of this invention, R, is aryl or substituted aryl, such as 
phenyl or substituted phenyl as represented by the following structure (VI): 



35 
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(VI) 



10 



■(CH 2 ) 6 NR 4 (C=0)R 5 . In one aspect of this 
mention have the following structure (VH): 



15 




A— R 



(VH) 



Representative R 2 groups of this invention include alkyl (such as methyl and ethyl), 

20 halo (such as chloro and fluoro), haloalkyl (such as trifluoromethyl), hydroxy, alkoxy (such 
as methoxy and ethoxy), amino, arylalkyloxy (such as benzyloxy), mono- or di-alkylamine 
(such as -NHCH 3 , -N(CH 3 ) 2 and -NHCH 2 CH 3 ), -NHC(=0)R 4 wherein Rg is a substituted or 
unsubstituted phenyl or heteroaryl (such as phenyl or heteroaryl substituted with hydroxy, 
carboxy, amino, alkylester, alkoxy, alkyl, aryl, haloalkyl, halo, -CONH 2 and -CONH alkyl), - 

25 NH(heteroarylalkyl) (such as -NHCH 2 (3-pyridyl), -NHCH 2 (4-pyridyl), heteroaryl (such as 
pyrazolo, triazolo and tetrazolo), -C(-0)NHR ( wherein R* is hydrogen, alkyl, or as defined 
above (such as -C(=0)NH 2 , -C(=0)NHCH 3 , -C(=0)NH(H-carboxyphenyl), - 
C(=0)N(CH 3 )2), arylalkenyl (such as phenylvinyl, 3-nitrophenylvinyl, 4-carboxyphenylvinyl), 
/ heteroarylalkenyl (such as 2-pyridylvinyl, 4-pyridylvinyl). 

30 Representative R 3 groups include halogen (such as chloro and fluoro), alkyl 

(such as methyl, ethyl and isopropyl), haloalkyl (such as trifluoromethyl), hydroxy, alkoxy 
(such as methoxy, ethoxy, n-propyloxy and isobutyloxy), amino, mono- or di-alkylamino 
(such as dimethylamine), aryl (such as phenyl), carboxy, nitro, cyano, sulfinylalkyl (such as 
methylsulfinyl), sulfonylalkyl (such as methylsulfonyl), sulfonamidoalkyl (such as 

35 -NHS0 2 CH 3 ), -NR 8 C(=0)(CH 2 ) b OR 9 (such as -NHC(=0)CH 2 OCH 3 ), NHC(=0)R, (such as 
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-NHC(=0)CH 3 , -NHC(=0)CH 2 C 6 H 5 , -NHC(=0)(2-furanyl)), and -OCCHJ^NRgR, (such as 
-0(CH 2 ) 2 N(CH 3 ) 2 ). 

The compounds of this invention may generally be made by organic synthesis 
techniques known to those skilled in the art, as well as by the following general techniques 
5 and by the procedures set forth in the Examples. To that end, the compounds of this * 

invention may be made according to the following Reaction Schemes 1 through 7 (it should 
be noted that, in the following reaction schemes, hydrogen atoms are sometimes not depicted 
and one skilled in organic chemistry would appreciate such accepted shorthand notation): 

i 

10 



15 



20 



25 



30 



35 
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Reaction Scheme 1 




10 




15 



l.X. 



(I) 



2.+PG 




N 



1. +R 2 , -G 

2. - PG 





A— Ri 



+A-Rj 
-X 



1. cyclization 

2. +PG 



In Reaction Scheme 1, indazoles of this invention may be prepared by techniques well known 
20 to those skilled in the art of organic synthesis. Starting from an appropriately 5-substituted 
indazole, the 3 -position may be activated for substitution by use of a suitable dihalogen (X 2 ). 
If necessary, a protecting group is then added to the nitrogen at the 1 -position (N-l) to give 
1. The halogen may be displaced by an appropriately activated A-R, moiety to give 2; see, 
e.g., Reaction Schemes 2 and 5. Alternatively, an appropriately substituted phenyl ketone 
25 may be cyclized to give indazole 2 see, e.g., Reaction Schemes 3 and 4. The G moiety may 
then be left unchanged, displaced or transformed into the desired R 2 ; see, e.g., Reaction 
Schemes 3 through 6. Deprotection of N-l gives indazoles of structure (T). 



30 



35 
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Reaction Scheme 2 



10 



15 



20 



25 




1.X 



2.+PG 




(H) 




(CH2)c-Ri 
(V) whenb=0 




(CH2)— R1 




1. RrB(OH>2 
Pd(0) cat. 



2.-PG 



1. R r (CH2) c -C=C-H 
Pd(0) cat. 



2.-PG 



1. R!-(CH2)c-CH=CH-B(OH)2 
Pd(0) cat. 



2.-PG 



(TV) whenb=0 



[R] 




(CHzJa-R! 



30 



(HI) when a=2-6 
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Reaction Scheme 2 illustrates synthetic sequences that yield compounds 
contauung various A moieties. Suitable starting materials are commercially available 
mdazoles with the desired R 2 or may be readily prepared, e.g., as in Reaction Schemes 5 and 
6. The startmg mdazole is halogenated at the 3-position with a suitable reagent, eg. Br 2 It 
is then protected at N-l with any suitable nitrogen protecting group to give 3. Suitable ' 
protecting groups include but are not limited to acetyl, methoxyethoxymethyl and 
tetrahydropyranyl. Mdazoles, wherein A is a direct bond, may be produced from 3 by 
emplacement of the halogen with an appropriately activated R, moiety. For example in the 
presence of a suitable Pd(0) or Pd(n) catalyst, R r boronic acids may be coupled via a Suzuki 
reaction to give, after deprotection, compound (II). Analogously, compounds (IV) and (V) 
may be prepared from suitable alkene and alkyne precursors in the presence of an 
appropriate Pd(0) catalyst. The cis isomer of indazole (IV) may also be prepared by partial 
reduction of (V) by, e.g., hydrogenation over BaS0 4 that has been treated with quinoline 
Compound m may be prepared from (IV) via reduction, e.g., with hydrogen in the 
A -> presence of Pd-C. 
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* 

Reaction Scheme 3 illustrates several syntheses of compound (VI) wherein R, 
is depicted as a substituted phenyl group for purposes of illustration only. In Scheme 3A, a 
phenyl ketone, appropriately substituted at Y and R 2 , serves as the starting material. When Y 
is an amino group, the starting material may be cyclized by exposure, first to HN0 2 and then 
to a reducing agent, such as SnCl 2 , to give compound (VI). Alternatively, when Y is a 
leaving group such as halogen (e.g., F or CI), heating the phenyl ketone in the presence of 
hydrazine effects cychzation to indazole (VI). 

In Scheme 3B, halogenated indazole 3 may be coupled with a suitable 
substituted phenyl moiety and deprotected to give compound (VI), wherein A is a direct 
10 bond. By way of example, a phenyl boronic acid substituted with 0-4 R 3 groups will react 
with a protected 3-bromo-lH-indazole in the presence of a Pd(n) catalyst to yield 
compound (VI). 

Scheme 3C illustrates an alternative synthesis of compound (VI) from the 
5-halo-phenyl ketone; this route allows introduction of R 2 groups later in the sequence 

15 4-Bromo-aniline is acylated with a suitably activated A-R, moiety, heated in the presence of 
an appropriate Lewis acid such as ZnCl 2 . For example, a suitably activated A-R, group is an 
acid halide such as carbonyl chloride. The resulting ketone 4 is cyclized as in Scheme 3AT 
and protected with appropriate groups at the N-l position as in Scheme 2. The R 2 group ' 
may be introduced via a Pd-catalyzed coupling as in Scheme 2, and the protecting group 

20 removed to yield compound (VT). 
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Reaction Scheme 4 
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The synthesis of the embodiment wherein P ic • 
group is shown bv Reaction <m. a t 2 3011110 c ^ bon y^ontaining 

nitro phenyl kct! T ^ * ^ 3A > * ^ -bstituted 4- 

d H ^ CyCHZed ' d6Pending ° n Y * * <~ -ther to hydrazine otto 
HN0 2 and a reducing agent. After protection of N-l the nitro a, . ****** or to 

**. hydrogenation over Pd-C to L 7 The « ^ ^ * 

with R bv „ - Ultmg ""^ ^ optionaUy be substituted 
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Reaction Scheme 5 
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Reaction Scheme 5 illustrates a synthetic route for the further embodiment of 
(I) wherein R 2 is a carboxamide. Commercially available 5-amino-lH-indazole is substituted 
with cyanide at the 5-position to give 10 by treatment with HN0 2 , followed, after 
neutralization to ca. pH 7, by treatment with a cyanide source, e.g., a mixture of CuCn and 

30 NaCN. Nitrile 10 may be activated at the 3-position, protected at N-l and subsequently 
substituted with an appropriate A-Rj moiety according to procedures of Scheme 2. The 
resulting compound, 12, may be hydrolyzed in aqueous acid to give carboxylate 13. 
Activation of 13 by a suitable method, followed by treatment with R 5 R 4 NH and deprotection 
gives the carboxamide, 14. Suitable activation methods include but are not limited to 1) 

35 conversion of the carboxylate to an acyl halide (e.g., chloride) and coupling in the presence 
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of pyridine or a related base; and 2) use of a coupling agent suitable for amide bond 
formation (e.g., dicyclohexylcarbodiimide). 
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Reaction Scheme 6 
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Reaction Scheme 6 illustrate the additional embodiment wher«m R2 is a five 
membered heterocyclic substitoent. fc Scbeme 6A, nMe J2 is deprotected a, N-l Jl 

it; s r^r - by use of ^ eiec,rophiiic — • * -* 

5 s7eoa£ ! , ^ N '^ ei2nlayalSObeCOn ^ to *— nttedtnazole 171, fa. 
steps. Tne mtr ,,e ,s firs. transformed to the carboxamide by exposure to aoueoua base Under 
oxidizing cond tions (e.e. NaOH and H n i n. x, , . 

mtamrf. •? " auJ1 ""d "A). He N-l protecting group is removed to give 

intermediate 16. Tbe carboxamide is beaten win, DMF acefcl and subsequently treated Jm 
bydrazme under acidic conditions to give the desired triable 

>0 derivatives at ^Z^T" " " fimidaZ0,e ^ «— 

heTm 18 ^ *** "* COnVer,ed '° "» toidate « Woimidate by 

heating m tire appropnate alcohol or thiol under acidic conditions to give 1 8 Subseou Z 

exposure to l-amino-^dimemoxyetiratre and gentie heating effec Lmt^Zl, 
^.ematively, beating IS with alky,, ary, or heterocyclic hydrazides under basic 
^-(^••"■P-sence„fa,^ OTgmoi ^ suotas 
15 production of 3-substituted triazole 2Q. 

mav h h PyraZ ° le deriVativeS be ^nthesized according to Scheme SC. Nitrile 12 
may be deprotected a. N-, to give starting material 21. Treatinen, of tire .atiernitiile^ 
surtob.e organometalhc agent, e g ., methy, ^ ^ , ~» 

In scheme 7A ^7, ? " - " *° ° f "H-indazoles. 

emntv d , . " °° '° similar to Arose 

-P^yed .„ Scheme 6B. A suitable protecting gmup, , g ., trityl, is meowed onto tire 

>5 sTto^eT T ^ A " R ' " ta **" '° POSiti °"- 3 * * »— « acid or otter • 
-5 suable denvauve. FmaUy, the triazole protecting group is removed under, eg acidic 
conditions, to give indazole 17. g " 

... InSchenK7B . ^g materia! 25 is prepared by activation of 13 as eg an 

™ r a ; subse,uem rcaction with a ~ **— ^ t 

— f o„„ W ed by ac.d, e. g „ HC. Indazole 2£ is treated with an appmpriate imidat. to 
gtve 27 and converted to triazole 20 by heating in a polar solvent, e.g. DMF 
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Scheme 7 
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Pharmaceutically acceptable salts of compounds of structure (I) are also 
within the scope of this invention. To this end, the compound may generally be utilized as 
the free base. Alternatively, the compounds may be used in the form of acid addition salts. 
Acid addition salts of the free base amino compounds of the present invention may be 
5 prepared by methods well known in the art, and may be formed from organic and inorganic 
acids. Suitable organic acids include maleic, fumaric, benzoic, ascorbic, succinic, 
methanesulfonic, acetic, oxalic, propionic, tartaric, salicylic, citric, gluconic, lactic, mandelic, 
cinnamic, aspartic, stearic, palmitic, glycolic, glutamic, and benzenesulfonic acids. Suitable ' 
inorganic acids include hydrochloric, hydrobromic, sulfuric, phosphoric, and nitric acids. 
10 Thus, the term "pharmaceutically acceptable salt" of a compound of structure (I) is intended 
to encompass any and all acceptable salt forms. 

Pharmaceutically acceptable salts of this invention may be formed by 
conventional and known techniques, such as by reacting a compound of this invention with a 
suitable acid as disclosed above. Such salts are typically formed in high yields at moderate 
15 temperatures, and often are prepared by merely isolating the compound from a suitable 
acidic wash in the final step of the synthesis. The salt-forming acid may dissolved in an 
appropriate organic solvent, or aqueous organic solvent, such as an alkanol, ketone or ester. 
On the other hand, if the compound of this invention is desired in the free base form, it may 
be isolated from a basic final wash step, according to known techniques. For example, a 
20 typical technique for preparing hydrochloride salt is to dissolve the free base in a suitable 
solvent, and dry the solution thoroughly, as over molecular sieves, before bubbling hydrogen 
chloride gas through it. 

The compound of this invention may also exist in various isomeric forms, 
including configurational, geometric and conformational isomers, as well as existing in ' 

25 various tautomeric forms, particularly those that differ in the point of attachment of a 
hydrogen atom. As used herein, the term "isomer" is intended to encompass all isomeric 
forms of a compound, including tautomeric forms of the compound. 

As used herein, the term "prodrug" refers to any derivative of indazoles of 
this invention that are metabolized or otherwise converted into an active form upon 

30 introduction into the body of an animal. Prodrugs are well known to those skilled in the art 
of pharmaceutical chemistry, and provide benefits such as increased adsorption and half-life. 
Prodrugs of this invention may be formed when, for example, hydroxy groups are esterified 
or alkylated, or when carboxyl groups are esterified. Those skilled in the art of drug delivery 
will readily appreciate mat the pharmacokinetic properties of indazoles of this invention may 

35 be controlled by an appropriate choice of moieties to produce prodrug derivatives. 
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In another embodiment, the present invention provides a method for treating 
one or more of a variety of conditions by administering an effective amount of a compound 
of this invention to a patient in need thereof. In this embodiment, the compounds of this 
invention have the following structure (I): 




(D 

10 

including isomers, prodrugs and pharmaceutically acceptable salts thereof, 

wherein: 

A is a direct bond, -(CH^-, -(CH^CH^CHCCH^-, 
or-CCH^C^QCH^; 

15 Rj is aiyl, heteroaryl or heterocycle fused to phenyl, each being optionally substituted 

with one to four substituents independently selected from R 3 ; 
R 2 is -R 3 , -R 4 , -(CH^C^CORs, -(CH 2 ),C(=0)OR5, KCH 2 ),C(=0)NR 5 R 6 , 
-(CH^C^ONRsCCH^CC^R,, -(CH^lSn^CC^R,, 
-(CH^^CC^IS^R^ -(CH^NR^, -(CH^, 

20 -(CH^SOJRs or -(CH 2 ),S0 2 NR 5 R 6; 

a is 1, 2, 3, 4, 5 or 6; 

b and c are the same or different and at each occurrence independently 

selected from 0, 1, 2, 3 or 4; 
d is at each occurrence 0, 1 or 2; 

25 R 3 is at each occurrence independently halogen, hydroxy, carboxy, alkyl, alkoxy, 

haloalkyl, acyloxy, thioalkyl, sulfinylalkyl, sulfonylalkyl, hydroxyalkyl, aryl, 
substituted aryl, arylalkyl, substituted arylalkyl, heterocycle, substituted 
heterocycle, heterocycloalkyl, -C(=0)OR 8 , -OC(=0)R 8 , -C(=0)NR 8 R9, - 
C(=0)NR 8 OR 9 , -SC^NRgR^ -NRgSO^, -CN, -N0 2 , -NR^, ->3R 8 C(=0)R 9 , 

30 -NR 8 C(=0)(CH 2 ) 6 OR 9 , -NRgCCK^CH^, -OCCH^^NRgl^, or heterocycle 

fused to phenyl; 

R 4 is alkyl, aryl, arylalkyl, heterocycle or heterocycloalkyl, each being optionally 
substituted with one to four substituents independently selected from R 3 , or 
R 4 is halogen or hydroxy; 

35 
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Rs, Re and R 7 are the same or different and at each occurrence independently 

hydrogen, alkyl, aryl, arylalkyl, heterocycle or heterocycloalkyl, wherein each 
of R 5 , and R 7 are optionally substituted with one to four substituents 
independently selected from R 3 ; and 
5 R 8 and R, are the same or different and at each occurrence independently hydrogen, 

alkyl, aryl, arylalkyl, heterocycle, or heterocycloalkyl, or R 8 and R, taken 
together with the atom or atoms to which they are bonded form a 
heterocycle, wherein each of R 8 , R,, and R g and R, taken together to form a 
heterocycle are optionally substituted with one to four substituents 
10 independently selected from R 3 . 

In one embodiment R 2 is -R 4 , -(CH 2 ) i C(=0)R 5 , -(CH^C^OR,, - 
(CH^C^NR^, -(CH^^OIS^CCH^^O)^, 
-(CH^NR.CC^R* -(CH^^NR.CC^NR.R,, -(CH^^R,, . 
-(CH^ORj, -(CH^SO^Rj or -(CH^SC^NR^ 
15 In one embodiment, -A-R, is phenyl, optionally substituted with one to four 

substituents independently selected from halogen, alkoxy, -NR^O)^, -C(=0)NR 8 R 9 , 
and -OCCH^^IRgR,, wherein b is 2 or 3 and wherein R 8 and R, are defined above. 

In another embodiment, R 2 is -R,, -(CH 2 ) A C(=0)R 5 , -(CHAC^OR^ 
-(CH 2 ) 6 C(=0)NR 5 R 6 , -(CHAQ^NR.CCH^^OR,, -(CH 2 ) i NR s C(=0)R 6 , ' 
20 -(CH 2 ) i NR 5 C(=0)NR 6 R 7 , -(CH 2 ) i NR 5 R 6 , -(CH^OI^, -(CH^SO^ or -(CH^SO^R, 
and b is an integer ranging from 0-4 

In another embodiment, R 2 is -(CHAC^NR^, -(CH 2 ) i NR 5 C(=0)R 6 , 
3-tnazolyl or 5-tetrazolyl, wherein b is 0 and wherein R 8 and R, are denned above. 

In a preferred embodiment, R 2 is 3-triazolyl or 5-tetrazolyl. 
25 In another preferred embodiment: 

(a) -A-R, is phenyl, optionally substituted with one to four substituents 
independently selected from halogen, alkoxy, -NRgCeOR,, -C(=0)NR 8 R 9 , 
and -OfCH^^NRgR,, wherein b is 2 or 3; and 

^ R 2 is "(CH 2 ) 6 C(=0)NR 5 R 6 , -(CH 2 ) fc NR 5 C(=0)R 6) 3-triazolyl or 5- 
30 tetrazolyl, wherein b is 0 and wherein Rg and R, are denned above. 

In a more preferred embodiment: 

(a) -A-R, is phenyl, optionally substituted with one to four substituents 
independently selected from halogen, alkoxy, -NR 8 C(=0)R,, -C(=0)NR 8 Rg, 

and -OCCH^^NRgR,, wherein b is 2 or 3 ; and 

(b) R 2 is 3-triazolyl or 5-tetrazolyl. 
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In another preferred embodiment, R 2 is R^, and R 4 is 3-triazolyl, optionally 

substituted at its 5-position with: 

(a) a C,-C 4 straight or branched chain alkyl group optionally substituted 

with a hydroxyl, methylamino, dimethylamino or 1-pyrrolidinyl group; or 
5 (b) a 2-pyrrolidinyl group. 

In a more preferred embodiment, R 2 is R 4 , and R 4 is methyl, n-propyl, 

isopropyl, 1-hydroxyethyl, 3-hydroxypropyl, methylaminomethyl, dimethylaminomethyl, 1- 

(dimethylamino)ethyl, 1-pyrrolidinylmethyl or 2-pyrrolidinyl. 

Conditions that may be treated by the compounds of this invention, or a 
10 pharmaceutical composition containing the same, include any condition which is responsive 

to JNK inhibition, and thereby benefit from administration of such an inhibitor. 

Representative conditions in this regard include (but are not limited to) rheumatoid arthritis; 

rheumatoid spondylitis; osteoarthritis; gout; asthma, bronchitis; allergic rhinitis; chronic 

obstructive pulmonary disease; cystic fibrosis; inflammatory bowel disease; irritable bowel 
15 syndrome; mucous colitis; ulcerative colitis; Crohn's disease; Huntington's disease; 

gastritis; esophagitis; hepatitis; pancreatitis; nephritis; multiple sclerosis; lupus 

erythematosus; Type II diabetes; atherosclerosis; restenosis following angioplasty; left 

ventricular hypertrophy; myocardial infarction; stroke; ischemic damages of heart, lung, 

gut, kidney, liver, pancreas, spleen and brain; acute or chronic organ transplant rejection; 
20 preservation of the organ for transplantation; graft versus host disease; endotoxin shock; 

multiple organ failure; psoriasis; bum from exposure to fire, chemicals or radiation; 

eczema; dermatitis; skin graft; ischemia; ischemic conditions associated with surgery or 

traumatic injury; epilepsy; Alzheimer's disease; Parkinson's disease; immunological 

response to bacterial or viral infection; cachexia; angiogenic and proliferative dieseases; 
25 solid tumor; and cancers of a variety of tissues such as colon, rectum, prostate, liver, lung, 

bronchus, pancreas, brain, head, neck, stomach, skin, kidney, cervix, blood, larynx, 

esophagus, mouth, pharynx, urinary bladder, ovary or uterine. 

The compounds described herein could also be useful as an adjunct to 

existing and/or experimental therapies. 
30 The compounds of this invention may be administered to animals (including 

* 

humans) orally or parenterally in conventional and well known preparations, such as 
capsules, microcapsules, tablets, granules, powder, troches, pills, suppositories, injections, 
suspensions and syrups. Suitable formulations in this regard may be prepared by methods 
commonly employed using conventional, organic or inorganic additives, such as an excipient 
35 (e.g., sucrose, starch, mannitol, sorbitol, lactose, glucose, cellulose, talc, calcium phosphate 
or calcium carbonate), a binder (e.g., cellulose, methylcellulose, hydroxymethylcellulose, 
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polypropylpyirolidone, polyvinylprrolidone, gelatin, gum arabic, polyethyleneglycol, sucrose 
or starch), a disintegrator (e.g., starch, carboxymethylcellulose, hydroxypropylstarch, low 
substituted hydroxypropylcellulose, sodium bicarbonate, calcium phosphate or calcium 
citrate), a lubricant (e.g., magnesium stearate, light anhydrous sicilic acid, talc or sodium 

5 lauryl sulfate), a flavoring agent (e.g., citric acid, menthol, glycine or orange powder); a 
preservative (e.g., sodium benzoate, sodium bisulfite, methylparaben or propylparaben), a 
stabilizer (e.g., citric acid, sodium citrate or acetic acid), a suspending agent (e.g., 
methylcellulose, polyvinyl pyrrolidone or aluminum stearate), a dispersing agent (e.g., 
hydroxypropylmethylcellulose), a diluent (e.g., water), and/or a base wax (e.g., cocoa buffer, 

10 white petrolatum or polyethylene glycol). The compounds of the invention may also be 
administered by any other convenient route, for example, by infusion or bolus injection, by 
absorption through epithelial or mucocutaneous linings (e.g, oral mucosa, rectal and 
intestinal mucosa, etc.) and may be administered together with another biologically active 
agent. Administration can be systemic or local. Various delivery systems are known, e.g., 

15 encapsulation in liposomes, microparticles, microcapsules, capsules, etc., and can be used to 
administer a compound of the invention. In certain embodiments, more than one compound 
of the invention is administered to a patient. Methods of administration include but are not 
limited to intradermal, intramuscular, intraperitoneal, intravenous, subcutaneous, epidural, 
oral, sublingual, intranasal, intracerebral, intravaginal, transdermal, rectally, by inhalation, or 

20 topically, particularly to the ears, nose, eyes, or skin. The preferred mode of administration 
is left to the discretion of the practitioner, and will depend in-part upon the site of the 
medical condition. In most instances, administration will result in the release of the 
compounds of the invention into the bloodstream. 

In specific embodiments, it may be desirable to administer one or more 

25 compounds of the invention locally to the area in need of treatment. This may be achieved, 
for example, and not by way of limitation, by local infusion during surgery, topical 
application, e.g., in conjunction with a wound dressing after surgery, by injection, by means 
of a catheter, by means of a suppository, or by means of an implant, said implant being of a 
porous, non-porous, or gelatinous material, including membranes, such as sialastic 

30 membranes, or fibers. In one embodiment, administration can be by direct injection at the 
site (or former site) of an atherosclerotic plaque tissue. 

In certain embodiments, for example, for the treatment of Alzheimer's 
Disease, it may be desirable to introduce one or more compounds of the invention into the 
central nervous system by any suitable route, including intraventricular, intrathecal and 

35 
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epidural injection. Intraventricular injection may be facilitated by an intraventricular 

catheter, for example, attached to a reservoir, such as an Ommaya reservoir. 

Pulmonary administration can also be employed, e.g., by use of an inhaler or 

nebulizer, and formulation with an aerosolizing agent, or via perfusion in a fluorocarbon or 
5 synthetic pulmonary surfactant. In certain embodiments, the compounds of the invention can 

be formulated as a suppository, with traditional binders and vehicles such as triglycerides. 

In another embodiment, the compounds of the invention can be delivered in a 

vesicle, in particular a liposome {see Langer, 1990, Science 249:1527-1533; Treat et al, in 

Liposomes in the Therapy of Infectious Disease and Cancer, Lopez-Berestein and Fidler 
10 (eds.), Liss, New York, pp. 353-365 (1989); Lopez-Berestein, ibid., pp. 317-327; see 

generally ibid.). 

In yet another embodiment, the compounds of the invention can be delivered 
in a controlled release system. In one embodiment, a pump may be used {see Langer, supra; 
Sefton, 1987, CRC Crit. Ref. Biomed. Eng. 14:201; Buchwald et al, 1980, Surgery 88:507 

15 Saudek et al, 1989, N. Engl J. Med. 321:574). In another embodiment, polymeric 

materials can be used {see Medical Applications of Controlled Release, Langer and Wise 
(eds.), CRC Pres., Boca Raton, Florida (1974); Controlled Drug Bioavailability, Drug 
Product Design and Performance, Smolen and Ball (eds.), Wiley, New York (1984); Ranger 
and Peppas, 1983, J. Macromol. Sci. Rev. Macromol Chem. 23:61; see also Levy et al, 

20 1985, Science 228:190; During et al, 1989, Ann. Neurol 25:351; Howard et al, 1989, 
J. Neurosurg. 71 : 105). In yet another embodiment, a controlled-release system can be 
placed in proximity of the target of the compounds of the invention, e.g., the liver, thus 
requiring only a fraction of the systemic dose {see, e.g., Goodson, in Medical Applications of 
Controlled Release, supra, vol. 2, pp. 1 15-138 (1984)). Other controlled-release systems 

25 discussed in the review by Langer, 1 990, Science 249: 1 527-1 533) may be used. 

The present compositions will contain a therapeutically effective amount of a 
compound of the invention, optionally more than one compound of the invention, preferably 
in purified form, together with a suitable amount of a pharmaceutically acceptable vehicle so 
as to provide the form for proper administration to the patient. 

30 In a specific embodiment, the term "pharmaceutically acceptable" means 

approved by a regulatory agency of the Federal or a state government or listed in the U.S. 
Pharmacopeia or other generally recognized pharmacopeia for use in animals, and more 
particularly in humans. The term "vehicle" refers to a diluent, adjuvant, excipient, or carrier 
with which a compound of the invention is administered. Such pharmaceutical vehicles can 

35 be liquids, such as water and oils, including those of petroleum, animal, vegetable or 
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syndic origin, such as peami, oil , soybean oil, mineral ofl, sesame oil and the like Tie 
ph_,ca, vehides can be saline, gum acacia, geiatin, starch paste, talc, J£ 
cotioida, s,„ca. area, and the hke. b addition, auxihary, stating, thickening lubncatine 
- «~ may be used. When administered ,o a patient, the compou^^ 

"1" P'--«ca„y acoeptab.e vehicles ace preferab.y sterile. L w ^ 

preterred vehicle when the comDound of tT,» ^ - , . 

i lccora P°un£lofthe invention is administered intravenouslv SaW 

solutions and aqueous dextrose and „i„ , , . "wavenousiy. Valine 

aqueous dextrose and glycerol solutions can also be emploved as MmriH 

vehicles, pamcu.ar.y for injeclable solutions. Sui,ab>e pharmacies v^ alt nclude 
extents such as search, glucose, iactose, sucrose, getatin, ma*, rice, flour ^ si^t 
sodmm stearatc. E ,ycero, monostearate, Wc , ^um chloride ^ ^ £££ 
P.opy.eneg.yco,. water, ethano, and Ute like. The present compositions, if de^ed Z .so 
contam minor amounts of wetting or emulsifying agents, or pH buffering agel 
«™ > • ... COmp0sia<ms cm <*= form of solutions, suspensions 

o^, , 7r 7™^ — ^ys, suspensions, or any other 
fan „ ..able for use. In one embodiment, me pharmaceutical* accept veMc.e is T 
capsule (see eg.. U.S. Paten, No. WB> other example, of smlepha^L 
vehtdes are described in "Renting^ Pharmacontica. Sciences" by E W M^T 

» accordance wii"!?^?^^^^"*^^ Mention are formulated in 
accordance with routme procedures as a pharmaceutical composition adapted for 

intravenous administration to human beinM iw.ii. . 

oemgs. Typically, compounds of the invention for 
intravenous administration are solutions in steril, • . mvenuontor 

«,.„ somnons m stenle isotomc aqueous buffer. Where necessa™ 

tite composite may a,so include a sohibflizing agent. Compositions for intiavenouT 

25 :^T Um T taCl " de * '°«* — *> «* - Cocaine a. me 

mgerLITd 0 o n s " ingredieD,S * — " ° r 

ZT7 7 " y C ° ntatoer ^ M « - — - boating tire 

m active agent. Where the compound of the invention is ,o be admimsmred by 

30 otT 7, eXamP,e ' Wi * m ^ m b °">* sterile 

JU pharmaceutica grade water or saline wh oraA , 6 

bv inject.™ n T r ° rSalm e - me re fee com P°^ d °f the mvention is aAninistered 

by injection, an ampoule of sterile water for injection or saline n m u 
ingredients mnvh, • A ■ ejection or salme can be provided so that the 

mgrements may be mixed prior to administration. 

Compositions for oral delivery may be in the form of tablets lozenaes 
example. Orally admnnstered compositions may contain one or more optional agents, for 
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example, sweetening agents such as fructose, aspartame or saccharin; flavoring agents such 
as peppeimint, oil of wintergreen, or cherry; coloring agents; and preserving agents, to 
provide a pharmaceutically palatable preparation. Moreover, where in tablet or pill form, the 
compositions may be coated to delay disintegration and absorption in the gastrointestinal 

5 tract thereby providing a sustained action over an extended period of time. Selectively 

permeable membranes surrounding an osmotically active driving compound are also suitable 
for orally administered compounds of the invention. In these later platforms, fluid from the 
environment surrounding the capsule is imbibed by the driving compound, which swells to 
displace the agent or agent composition through an aperture. These delivery platforms can 

1 0 provide an essentially zero order delivery profile as opposed to the spiked profiles of 
immediate release formulations. A time delay material such as glycerol monostearate or 
glycerol stearate may also be used. Oral compositions can include standard vehicles such as 
mannitol, lactose, starch, magnesium stearate, sodium saccharine, cellulose, magnesium 
carbonate, etc. Such vehicles are preferably of pharmaceutical grade. 

1 5 The dose of a compound of this invention to be administered to a patient, 

such as a human, is rather widely variable and subject to the judgment of the attending 
physician. The general range of effective administration rates of the compounds of this 
invention are from about 0.05 mg/day to about 250 mg/day, and typically from about 0.25 
mg/day to 60 mg/day. Of course, it is often practical to administer the daily dose of 

20 compound in portions, at various hours of the day. However, in any given case, the amount 
of compound administered will depend on such factors as the solubility of the active 
component, the formulation used, subject condition (such as weight), and/or the route of 
administration. 

Further, the effect of the compounds of this invention may be delayed or 
25 prolonged by proper formulation. For example, a slowly soluble pellet of the compound may 
be prepared and incorporated in a tablet or capsule. The technique may be improved by 
making pellets of several different dissolution rates and filling capsules with a mixture of the 
pellets. Tablets or capsules may be coated with a film which resists dissolution for a 
predictable period of time. Even the parenteral preparations may be made long-acting, by 
30 dissolving or suspending the compound in oily or emulsified vehicles which allow it to 
disperse only slowly in the serum. 

The following examples are offered by way of illustration, not limitation. (To 
this end, it should be noted that one or more hydrogen atoms may be omitted from the 
drawn structures consistent with accepted shorthand notation of such organic compounds, 
35 and that one skilled in the art would readily appreciate their presence.) 
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EXAMPLES 



EXAMPLE 1 

SYNTHESIS OF 3 -(4-METHOXYPHENYL)- 1 H-DSTD AZOLE 

5 

N— NH 




10 A. 3 -Bromo- 1 H-indazole 

To a suspension of lH-indazole (3.00 g, 25.4 mmol) in 2.0 M sodium 
hydroxide solution (70 mL) at ambient temperature was added a solution of bromine (3.00 g, 
18.8 mmol) in 2.0 M sodium hydroxide solution (30 mL) dropwise. After stirring Jbr 3 
hours, to the reaction mixture was added sodium bisulfite (0.1 g), followed by 2.0 N 
15 hydrochloric acid solution (80 mL). The precipitates were filtered and washed with water to 
provide the title compound (3.98 g, 80% yield): mp 136 °C; *H NMR (CDC1 3 ) 6 13.4 (br s, 
1H), 7.57 (m, 2H), 7.45 (t, 1H), 7.22 (t, 1H); EI-MS (m/z) 198 [M+2f , 196 [M] + . 

B. 3 -(4-Methox vphenvlV 1 H-indazole 

A mixture of 3-bromo-lH-indazole (0.20 g, 1.0 mmol), 4- 
methoxyphenylboronic acid (0.228 g, 1.5 mmol), and 

tetrakis(triphenylphosphine)palladium(0) (0.228 g, 0.1 mmol) in ethylene glycol dimethyl 
ether (5 mL) and 2.0 M sodium carbonate solution (6 mL) under nitrogen was heated at 
100°C for 1 8 hours. It was quenched by water and extracted with chloroform. The extracts 
were dried over magnesium sulfate, filtered, and concentrated. The residue was then purified 
by chromatography (Si0 2 , 15-30% ethyl acetate/hexane) to provide the title compound 
(0.012 g, 5% yield): *H NMR (CDC1 3 ) 6 10.4 (br s, 1H), 8.01 (d, 1H), 7.92 (d, 2H), 7.46. 
(m, 2H), 7.22 (m, 1H), 7.06 (d, 2H), 3.89 (s, 3H); EI-MS (m/z) 224 [M] + . 

EXAMPLE 2 

SYNTHESIS OF 3 -(4-HYDROXYPHENYL)- 1 H-INDAZOLE 



35 
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A. 3-Bromo- 1 -["2-(methoxvethoxv)methvl1-lH-indazole 

To a solution of 3 -bromo-1 H-indazole (6.15 g, 31 mmol) in dried 
tetrahydrofiiran (40 mL) at ambient temperature was added 1.0 M solution of sodium 
bis(trimethylsilyl)amide in tetrahydrofiiran. After stirring 20 minutes, to the mixture was 
5 added neat 2-methoxyethoxymethyl chloride (4.36 g, 35 mmol). The reaction mixture was 
stirred at ambient temperature overnight. It was quenched with water and extracted with 
chloroform. The extracts were dried over magnesium sulfate, filtered, and concentrated. The 
residue was then purified by chromatography (Si0 2 , 15-30% ethyl acetate/hexane) to 
provide the title compound (6.512 g, 74% yield): EI-MS (m/z) 286 [M+2] + , 284 [M] + . 

10 

B. 1 -f 2-(Methoxvethoxvtoethvl'|-3 ( 4-methoxyphenvlV 1 H-indazole 

A mixture of 3-bromo-l-[2-(methoxyethoxy)methyl]-lH-indazole (0.640 g, 
2.2 mmol), 4-methoxyphenylboronic acid (0.456 g, 3.0 mmol), potassium phosphate (2.12 g, 
10 mmol), and [l,r-bis(diphenylphosphino)ferrocene]dichloropalladixim(II) complex with 

1 5 dichloromethane (1:1), (0.245 g, 0.3 mmol) in ethylene glycol dimethyl ether (10 mL) under 
nitrogen was heated to reflux overnight. It was quenched with water and extracted with 
chloroform. The extracts were dried over magnesium sulfate, filtered, and concentrated. The 
residue was then purified by chromatography (Si0 2 , 20-50% ethyl acetate/hexane) to 
provide the title compound (0.537 g, 78% yield): l H NMR (CDC1 3 ) 6 7.99 (d, 1H), 7.90 (d, 

20 2H), 7.62 (d, 1H), 7.45 (t, 1H), 7.26 (m, 2H), 7.50 (d, 2H), 5.86 (s, 2H), 3.90 (s, 3H), 3.68 
(m, 2H), 3.48 (m, 2H), 3.35 (s, 3H); EI-MS (m/z) 312 [M] + . 

C. 3 -f 4-Hvdroxvphenvl V 1 H-indazole 

To a solution of 1 -[2-(methoxyethoxy)methyl]-3-(4-methoxyphenyl)-lH- 
25 indazole (20.40 g, 1.28 mmol) in dried dichloromethane under nitrogen was added 1.0 M 
solution of boron tribromide in dichloromethane (4.0 mL, 4.0 mmol). It was stirred at 
ambient temperature for 18 hours, quenched with saturated sodium bicarbonate solution, and 
extracted with ethyl acetate. The extracts were dried over magnesium sulfate, filtered, and 
concentrated. The residue was then purified by chromatography (Si0 2 , 30-50% ethyl 
30 acetate/hexane) to provide the title compound (0.089 g, 33% yield): mp 189-190 °C; ! H 
NMR (CDC1 3 ) 8 10.0 (br s, 1H), 7.97 (d, 1H), 7.87 (d, 2H), 7.51 (d, 1H), 7.43 (t, 1H), 7.26 
(m, 2H), 6.99 (d, 2H); EI-MS (m/z) 210 [M] + . 
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EXAMPLE 3 

SYNTHESIS OF 3-(2-METHOXYPHENYL)- 1 H-INDAZOLE 




A - l-r2-(Methoxvethoxv^m ethvn-3-('2-methoxvnhenvn-lH-iiida7.ole 
1 0 The title compound was prepared as described in Example 2 B, using 2- 

methoxyphenylboronic acid (0.304 g, 2.0 mmol) (0.235 g, 48% yield): 'H NMR (CDC1 3 ) 6 
7.74 (d, 1H), 7.49 (m, 3H), 7.32 (t, 1H), 7.04-7.15 (m, 3H), 5.73 (s, 2H), 3.78 (s, 3H), 3.65 
(m, 2H), 3.4 1 (m, 2H), 3.29 (s, 3H); EI-MS (m/z) 312 [M] + . 

15 B. 3 -(2-Methox yphenvlV 1 H-indazole 

A solution of l-[2-(methoxyethoxy)methyl]-3-(2-methoxyphenyl)-lH- 
indazole (0.20 g, 0.64 mmol) in 1,4-dioxane (4 mL) and 6 N hydrochloric acid solution (4 
mL) was stirred at ambient temperature for 16 hours. It was neutralized with saturated 
sodium carbonate solution and extracted with chloroform. The extracts were dried over 
20 magnesium sulfate, filtered, and concentrated. The residue was then purified by 
chromatography (Si0 2 , 20-40% ethyl acetate/hexane) to provide the title compound 
(0.061 g, 60% yield): mp 99 °C; 'H NMR (CDC1 3 ) 6 10.23 (br s, 1H), 7.79 (d, 1H), 7.68 (d, 
1H), 7.37-7.52 (m, 3H), 7.07-7.20 (m, 3H), 3.88 (s, 3H); EI-MS (m/z) 224 [M] + . 



25 



EXAMPLE 4 

SYNTHESIS OF 3-(4-FLUOROPHENYL)-lH-INDAZOLE 



30 




A - 3-(4-Fluorophenvn-l-f2 -fmethoxvethoxv > >methYn-lH-indazole 

The title compound was prepared as described in Example 2 B, using 4- 
35 fluorophenylboronic acid (0.182 g, 1.3 mmol) (0.237 g, 79% yield): 'H NMR (CDC1 3 ) 6 
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7.53-7.79 (m, 4H), 7.10-7.48 (m, 4H), 5.75 (s, 2H), 3.94 (m, 2H), 3.53 (m, 2H), 3.39 (s, 
3H); EI-MS (m/z) 300 [M] + . 

B. 3-(4-FluorophenvD- 1 H-indazole 

The title compound was prepared as described in Example 3 B, using 3-(4- 
fluorophenyl)-l-[2-(methoxyethoxy)methyl]-lH-indazole (0.20 g, 0.67 mmol) (0.092 g, 65% 
yield): mp 126 °C; 'H NMR (CDC1 3 ) 6 10.14 (br s, 1H), 7.93-8.01 (m, 3H), 7.52 (d, 1H), 
7.44 (t, 1H), 7.18-7.28 (m, 3H); EI-MS (m/z) 212 [M] + . 

EXAMPLE 5 

SYNTHESIS OF 3-PHENYL-5-TRIFLUOROMETHYL-1H-INDAZOLE 



15 




20 A. 3-Phenvl-5-trifluoromethvI-lH-indazole 

A solution of 2-fluoro-5-trifluoromethylbenzophenone (0.828 g, 3.09 mmol) 
in hydrazine was heated at 130° C for 3 hours. The reaction mixture stood at ambient 
temperature overnight and gave white needles. It was filtered and washed with hexane to 
provide the title compound (0.617 g, 76% yield): mp 152°C; 'H NMR (CDC1 3 ) 6 10.63 (br 

25 Sj 1H), 8.33 (s, 1H), 7.96 (d, 2H), 7.48-7.67 (m, 5H); EI-MS (m/z) 262 [M] + . 



EXAMPLE 6 

SYNTHESIS OF 5-FLUORO-3-PHENYL-1H-INDAZOLE 
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A - 5-Fluoro-3-phenv»-m-inH a ™u 

A solution of 2,5-difluorobenzophenone (0.655 g, 3.0 mmol) and hydrazine 
(1-0 mL) in dried pyridine (10 mL) was heated at 130°C for 5 hours and then concentrated 
and punfied by chromatography (Si0 2 , 15-30% ethyl acetate/hexane) to provide the title 
compound (0.254 g, 40% yield): mp 124-125 °C; «H NMR (CDC1 3 ) 6 10.89 (br s 1H) 7 94 
(d, 2H), 7.65 (dd, 1H), 7.42-7.54 (m, 3H), 7.33 (dd, 1H), 7.21 (dt, 1H); EL-MS (m/z) 212 
[M] + . ■ 



EXAMPEF. 7 

SYNTHESIS OF 5-N1TRO-3 -PHENYL- 1 H-IND AZOLE 



15 




A - 5-Nitro-3-ph envl-l H-inrla™!,. 

The title compound was prepared as described in Example 6 A, using 2- 
chloro-5-nitrobenzophenone (1.00 g, 3.8 mmol) (0.823 g, 91% yield): mp 185-186 °C 'H 
20 NMR (CDC1 3 ) 6 10.69 (br s, 1H), 9.01 (d, 1H) 9 8.34 (dd, 1H), 7.97 (d, 2H), 7.49-7.61 (m 
4H); EI-MS (m/z) 239 [M] + . 



25 



EXAMPLE R 

SYNTHESIS OF 5-AMIN 0-3-PHENYL- 1 H-IND AZOLE 



N~NH 



30 




A - 5-Amino- 3-Dhenvl- 1 H-indazole 

A suspension of 5-nitro-3-phenyl-lH-indazole (0.239 g, 1.0 mmol) and 
palladium (10 wt % on activated carbon, 30 mg) in ethyl acetate (10 mL) was stirred under 
hydrogen at ambient temperature for 18 hours. It was filtered with celite and washed with 
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ethyl acetate. The filtrate was concentrated and the residue was then purified by 
chromatography (Si0 2 , 30-50% ethyl acetate/hexane) to provide the title compound 
(0.184 g, 88% yield): mp 104°C; 'H NMR (CDC1 3 ) 6 10.40 (br s, 1H), 7.94 (d, 2H), 7.51 
(m, 2H), 7.20-7.42 (m, 3H), 6.90 (m, 1H), 3.6 (br, 2H); EI-MS (m/z) 209 [M] + . 



EXAMPLE 9 
SYNTHESIS OF 3-PHENYL- 1 H-DSTDAZOLE 




15 A. 3-Phenvl-lH-indazole 

To 2-fluorobenzophenone (1.0 g, 5.0 mmol) was added hydrazine (5 mL) and 
the reaction was heated to reflux for 3 hours. The reaction was then added to water (100 
niL) and extracted with ethyl acetate (3x30 mL). The combined organic layers were dried 
with sodium sulfate (NajSO^ and concentrated to an oil. The subsequent hydrazine adduct 

20 was heated with pyridine (20 mL) to 170°C for 4 days. Pyridine was then removed under 
vacuum and the resulting oil taken up in water (100 mL) and extracted with ethyl acetate 
(3x30 mL). The combined ethyl acetate layers were dried (NajSC^) and concentrated to give 
the final compound (650 mg, 67% yield). 'H NMR (CDC1 3 ) 6 10.6 (br s, 1H), 8.04-7.99 (m, 
2H), 7.56-7.50 (m, 2H), 7.47-7.33 (m, 2H), 7.29-7.19 (m, 3H); ES-MS (m/z) 195 [M+l] + . 

25 

EXAMPLE 10 

SYNTHESIS OF 3-PHENYL-5-(PHENYLMETHOXY)-lH-INDAZOLE 
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To a solution of N-[4-hyd r oxy-2-(ph m yloaAonyl)phenyI]be„ Z a m ide (4.0 g 
lal 7 y ' f ° mamide ^ 05 ^ 2dded WW 

„IZ T '° ° 00 ^ " ** — (3^0 mL). The comhi^ 
organtc layers were dried (Na^OJ then concentrated under vacuo ,„ give a solid which 

^ 10 *" 1,16 ** — ^ * 63 ^ 



was 



10 B 2 -Amino-5-(phenvlm e thnvv> r i, < > nv i nWl 

A solution of phenyl-N-[2-(phenylcaibonyl)-4- 

•24 g, 8.0 mmol) in methanol (20 mD a^H i n xr 

.5 IT TiT S ° IU,i0n ^ hea,6d «° — «*« "hen the 

medtanol and THF was removed under vacuo. The solution was then added ,o water (100 

WW) and concentrated under vacuo «o an oil to isolate the title compound (2.60 g, 
>100% yield, analytical). & 

C - 3-Phenvl-5-^nhenvlmrthnv 1 , >.iH.i n H a ^k 

To a solution of 2-ammo-J-(phenyImethoxy)phenyl phenyl ketone (26,8 0 
mmol, „ « HC1 (70 mL) a. 0"C was added a solution of sodium nitrire (NaNO^ o^mg 
9.4 mmol) m water (2 mL). To this solution was added methanol and THF to keep t 
homogeneous^ so.ution of tin (n> chloride (SnCy (5.3 g, 23.6 mmol) in concentrated HC1 
-5 (20 mL) was then added. The solution was slm-ed a, room temperas overnight The soHd 

~ r md ** soiution c ~ ea md «*- - -*££T 

CDMSO-ty 5 13.1 (s, ,H), 7.95 (d, 2H), 7.56-7.4S (m, 6H), 7.44-7.3 (m, 4H) 7 !4 (d 1H) 
5.12 (s, 2H); ES-MS (m/z) 301 [M+lf. ( 



35 
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EXAMPLE 1 1 
SYNTHESIS OF 3-PHENYL-1H-INDAZOL-5-OL 




10 A. 3-Phcnvl- 1 H-indazole-5-ol 

To a solution of 5-nitro-3-phenyl-lH-indazole (1.0 g, 4.2 mmol) in ethyl 
acetate (80 mL) was added palladium on activated carbon (Pd/carbon) then the reaction was 
subjected to an atmosphere of hydrogen. The reaction was stirred for 3 days when the 
Pd/carbon was filtered off and the solution concentrated to an oil under vacuo. The oil was 

15 then taken up in H 2 S0 4 (6 mL) and water (60 mL) and the suspension was heated in a bomb 
to 180°C for 2 days. The reaction was then cooled to room temperature, quenched with 
NaHC0 3 (100 mL) and extracted with ethyl acetate (3x30 mL). The organic layers were 
combined and dried (NajSOJ and concentrated to recover the title compound (250mg, 28% 
yield). ] H NMR (CDC1 3 ) 8 13.0 (s, 1H), 9.20 (s, 1H), 7.91 (s, 1H), 7.88 (s, 1H), 7.50 (t, 

20 2H), 7.41 (d, 1H), 7.36 (t, 1H), 7.28 (s, 1H), 6.96 (dd, 1H); ES-MS (m/z) 195 [M+l] + . 

EXAMPLE 12 

SYNTHESIS OF 5 -METHYL-3-PHENYL- 1 H-IND AZOLE 

25 . - 



H 3 C 



30 




A. 5-Methvl-3-phenvl-lH-indazole 

To a solution of 2-amino-5-methylphenyl phenyl ketone (2.0 g, 9.5 mmol) in 
HC1 (45 mL of a 6M solution) at 0°C was added sodium nitrite (NaN0 2 ) (719 mg, 10.4 
35 mmol) in water (2 mL). The reaction was stirred for 30 min when the homogeneous solution 
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10 



was added dropwise to a solution of SnCl 2 (5.88, 26 mmol) in concentrated HC1 (15 mL) at 
room temperature. The reaction was stirred for 30 min when it was filtered. The solid was 
then taken up in ethyl acetate (80 mL) and saturated sodium bicarbonate (80 mL) The 
suspension was then filtered and the ethyl acetate layer dried (Na 2 S0 4 ) and concentrated to 
give the product (1 .59 g, 80% yield). ('H NMR (DMSO-d 6 ) 6 7.96 (d, 2H), 7 85 (br s 1H) 
7.54-7.46 (m, 3H), 7.39 (t, 1H), 7.24 (d, 1H), 2.45 (s, 3H); ES-MS (m/z) 209 [M+lf' ' 

EXAMPLF. 1 ^ 

SYNTHESIS OF PHENYL-N-(3-PHENYL(lH-INDAZOL-5-YL^CA^nv 



15 




A. 



Phenvl-N-(3-nhenvinH-mH a7 ni.5-vn carhnyam ;H^ 

T ° a mixture of 5 -aniino-3-phenyl-lH-indazole (190 mg, 0.909 mmol) in 
acetomtnle (6 mL) was added benzoyl chloride (123 mg, 0.909 mmol). The solution was 
allowed to reflux for three hours. Triethylanrine (3 drops) was added over a period of one 
hour while reflux continued for an additional hour. The solution was condensed and distilled 
water was added. The reaction mixture was extracted with ethyl acetate. The organics were 
dned using sodium sulfate, and condensed to give a solid. The solid was purified using 
chromatography (Si0 2 , 30-4 5 o/ o ethyl acetate/hexanes) to give the title compound (20 mg 
8% yield). 'H NMR (DMSO-d 6 ) 6 13.40 (br s, 1H), 10.32 (s, 1H), 8.56 (s, 1H), 7 96 (m ' 
4H), 7.75 (d, 1H), 7.55 (m, 6H), 7.39 (t, 1H); ES-MS (m/z) 314 [M+l] + . 

30 
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EXAMPLE 14 

SYNTHESIS OF N<3-PHENYL(lH-I>roAZOL-^^ 




10 A. N-f 1 -acetvl-3-phenvl(lH-indazole-5-vDV2-pvridvlcarboxamide 

To a flask containing l-acetyl-5-amino-3-phenyl-lH-indazole (300 mg, 1.2 
mmol) and dichloromethane (10 mL) was added 4-(dimethylamino)pyridine (75 mg, 0.6 
mmol) and triethylamine (0.18 mg). The solution was allowed to stir for 10 minutes, then 
picolinoyl chloride hydrochloride (260 mg, 1 .44 mmol) was added. The mixture was stirred 

15 at room temperature for 1 8 hours. The mixture was quenched with water and extracted with 
ethyl acetate. The extracts were dried using sodium sulfate, filtered, and concentrated to 
provide the title compound (364 mg, 85% yield). ES-MS (m/z) 357 [M+l] + . 



20 



B. N-(3-phenvl( 1 H-indazole-5-vlY^2-pvridvlcarboxamide . 

N-(l-acetyl-3-phenyl(lH-indazole-5-yl))-2-pyridylcarboxamide (364 mg, 
1 .02 mmol) was added to 0.3% ammonia in methanol (7 mL). The mixture was heated to 
70 °C for 3 hours. The resulting precipitate was filtered and dried to give the title compound 
(221 mg, 71% yield). ! H NMR (DMSO-d 6 ) 6 13.20 (br s, 1H), 10.75 (s, 1H), 8.72 (d, 2H), 
8.16 (d, 1H), 8.05 (m, 1H), 7.94 (t, 3H), 7.66 (m, 1H), 7.53 (q, 3H), 7.38 (t, 1H). ES-MS 
25 (m/z) 315 [M+l] + . 



30 
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EXAMPT .F. 1 5 

SYNTHESIS OF METHYL 4-[N-(3-PHENYL-lH-INDAZOL-5-YL) 

C ARB AMO YUBENZO ATE 



H 3 C. 




10 A. 



Methvl 4-rN-f 1 -acetvl-S-phen yl-lH-inda^ol-S-vncarhamnYll h^n^^^ 

To a flask containing l-acetyl-5-amino-3-phenyl-lH-indazole (300 mg, 1.2 
mmol) was added dichloromethane (10 mL), 4-(dimethylamino)pyridine (75 mg, 0.6 mmol) 
and triethylamine (180 mg, 1.8 mmol). The mixture was allowed to stir for ten minutes. 
Terephthalic acid monomethyl ester hydrochloride (285 mg, 1.44 mmol) was then added and 
15 stirring continued for 1 8 hours. The mixture was quenched with 5% sodium bicarbonate and 
extracted with dichloromethane. The extracts were dried using sodium sulfate, filtered and 
condensed to give a solid. The solid was recrystallized in ethanol to give the title compound 
(368 mg, 75% yield). ES-MS (m/z) 414 [M+l] + . 

20 B . 



Methvl 4-rN-(3-phenvl-1 H- mdazol-S-vncarbamovllhen^nate 

Methyl 4-[N-(3 -phenyl- lH-indazol-5-yl)carbamoyl] benzoate (368 mg, 0.890 
mmol) was added to a solution of 0.3% ammonia in methanol (18 mL). The mixture was 
allowed to stir at 70°C for 3 hours. The resulting precipitate was filtered and dried under 
vacuum to give the title compound (282 mg, 85% yield). 'H NMR (DMSO-d*) 6 13.22 (br s, 
25 1H), 10.50 (s, 1H), 8.55 (s, 1H), 8.09 (s, 4H), 7.91 (d, 2H), 7.75 (d, 1H), 7.52 (m, 3H), 
7.39 (m, 1H), 3.88 (s, 3H); ES-MS (m/z) 372 [M+l ] + . 



30 



35 
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EXAMPLE 16 
SYNTHESIS OF 4-|>K3-PHENYL-lH-^ 

ACID 



HOOC 




10 

A. 4- HN- (3 -phenyl- 1 H-indazol-5 - vPcarbamo yllbenzoic acid 

Methyl 4-|>I-(3-phenyl-lH-indazole-5-yl)carbainoyl]beiizoate (92 mg, 0.247 
mmol) was added to a solution of lithium hydroxide (10 mg, 1.23 mmol) in tetrahydrofiiran 
(5 mL) and water (5 mL). The solution was allowed to stir at room temperature for 3 hours. 
15 The solution was acidified using a 5% HC1 solution. The resulting white precipitate was 
filtered and dried to provide the title compound (62 mg, 70% yield). *H NMR (DMSO-d 6 ) 6 
13.22 (br s, 1H), 10.48 (s, 1H), 8.55 (s, 1H), 8.06 (s, 4H), 7.92 (d, 2H), 7.75 (d, 1H), 7.55 
(m, 3H), 7.38 (m, 1H); ES-MS (m/z) 358 [M+l] + . 

20 EXAMPLE 17 

SYNTHESIS OF (2-ITTOROXYPHENYL)-N-^^ 

YL)CARBOXAMIDE 



25 




A - 2-rNr-n-a cetvl-3-phenvl-lH-indazole-5-vl)carbamovnDhenvl acetate and N-(l-acetvl- 
3-phenvl- 1 H-indazole-5-vDacetamide . 

To a solution of 5-ammo-3-phenylindazole (330 mg, 1.31 mmol) in 
dichloromethane (1 1 mL) was added triethylamine (200 mg) and 4-(dimethylamine)pyridine 
(79 mg, 0.65 mmol). The solution was allowed to stir for fifteen minutes, then acetyl 
salicyloyl chloride (311 mg, 1.57 mmol) was added. Stirring under nitrogen continued for 18 
hours. The solution was then neutralized using 5% sodium bicarbonate solution and 

-46- 
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extracted with ethyl acetate. The organic layer was dried with sodium sulfate, filtered and 
concentrated to give a solid which was purified by chromatography (Si0 2 , 25-45% ethyl 
acetate/ hexanes, respectively). The resulting two fractions provided the title compounds. 
First fraction: ! H NMR (DMSO-d 6 ) 6 10.62 (s, IH), 8.54 (s, 1H), 8.33 (d, 2H), 7.94 (m, 
5 3H), 7.61 (m, 5H), 7.39 (m, IH), 7.24 (d, IH), 2.76 (s, 3H), 2.16 (s, 3H); ES-MS (m/z) 414 
[M+l] + . Second fraction: ! H NMR (DMSO-d 6 ) 6 10.23 (s, 1H), 8.47 (s, IH), 8.29 (d, IH), 
7.93 (d, 2H), 7.73 (d, IH), 7.60 (m, 3H), 2.74 (s, 3H), 2.05 (s, 3H). ES-MS (m/z) 252 
[M+l] + . 



10 B. f2-hvdrox\^henvlVN-f3-phenvl(lH-indazole-5-vn)carboxamide. 

A solution of 2-[N-(l -acetyl-3-phenyl-lH-indazole-5-yl)carbamoyl]phenyl 
acetate (100 mg, 0.241 mmol) in methanol (1 1 mL) with 0.3% ammonia was allowed to stir 
for three hours at reflux temperature. The mixture was then acidified with 5% HC1 solution 
until neutral pH. The resulting solid was filtered, dried and triturated with hexanes to give 

15 the title compound (45 mg, 57% yield). *H NMR (DMSO-d 6 ) 6 13.23 (br s, IH), 1 1.92 (br 
s, IH), 10.47 (s, IH), 8.45 (s, IH), 7.96 (m, 3H), 7.51 (m, 6H), 6.95 (d, 2H); ES-MS (m/z) 
330 [M+l] + . 

EXAMPLE 18 

20 SYNTHESIS OF N-(3-(PHENYL-lH-INDAZOLE-5-YL))ACETAMIDE 



25 




A. 3 -(phenyl- lH-indazole-5-vPacetamide 

N-(l-acetyl-3phenyl-lH-indazole-5-yl)acetamide (70 mg, 0.238 mmol) was 
30 added to 0.3% ammonia in methanol (10 mL). The solution was heated at 70 °C for 3 hours. 
The solution was then neutralized using 5% HC1 solution. The solution was concentrated 
and extracted with ethyl acetate. The organics were dried using sodium sulfate, filtered and 
concentrated to give a white solid. The solid was triturated with diethyl ether and dried 
under vacuum to give the title compound (35 mg, 59% yield). ! H NMR (DMSO-d 6 ) 6 13.13 

35 



s 
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(br s, 1H), 9.97 (s, 1H), 8.37 (s, 1H), 7.87 (d, 2H), 7.48 (br s, 4H), 7.36 (t, 1H), 2.03 (s, 
3H); ES-MS (m/z) 252 [M+lf- 

EXAMPLE 19 

SYNTHESIS OF (4-AMINOPHENYL)-N-(3-PHENYL(lH-INDAZOL.5- 

YL)) C ARLBOXAMIDE 



10 




A. N-( 1 -acetvl-3 -phenvlf 1 H-indazol-5 -vl W4-nitrophenvltearboxamide 

I 5 To suspension of l-acetyl^5-amino-3-phenyl-lH-indazole (250 mg, 1.0 

mmol) in dichloromethane (10 mL) was added 4-(dimethylamino)pyridine (60 mg, 0.5 mmol) 
followed by triethylamine (150 mg, 1.5 mmol). The mixture was allowed to stir for fifteen 
minutes, then para-nitrobenzoyl chloride (222 mg, 1.2 mmol) was added. The reaction 
mixture was allowed to stir for 18 hours under nitrogen conditions. It was quenched with 

20 5% sodium bicarbonate and extracted with dichloromethane. The extracts were dried over 
sodium sulfate, filtered, and condensed to give a precipitate. The precipitate was triturated 
using hexanes to provide the title compound (295 mg, 74% yield). ! H NMR (DMSO-d 6 ) 8 
10.83 (s, 1H), 8.63 (s, 1H), 8.38 (m, 3H), 8.20 (d, 2H), 7.99 (m, 3H), 7.60 (m, 3H), 2.76 (s, 
3H); ES-MS (m/z) 401 [M+l]\ 

25 

B. N-(l-acetvl~3-phenvl( r lH-indazol-5-vn¥4-aminophenvl)carboxamide 

A suspension of N-(l -acetyl-3-phenyl(lH-mdazol-5-yl))(4- 
nitrophenyl)carboxamide (246 mg, 0.710 mmol) and palladium on activated carbon (10%, 57 
mg) in ethyl acetate (30 mL) was stirred under hydrogen atmosphere at room temperature 
30 for 1 8 hours. The reaction mixture was filtered through celite and combined with ethyl 
acetate washings. The filtrate was concentrated to give the title compound (246 mg, 94% 
yield). J H NMR (DMSO-d 6 ) 5 10.04 (s, 1H), 8.61 (s, 1H) 8.31 (d, 1H), 7.99 (m, 2H), 7.64 
(m, 4H), 6.58 (d, 2H), 5.78 (s, 2H), 2.76 (s, 3H); ES-MS (m/z) 371 [M+l] + . 

35 



i 

-48- 



I 0210137A3_IA> 



WO 02/010137 PCT/US01/23890 

C. (4-aminophenvlVN-r-3 -phenviriH-indazol-5-vncarboxamide 

To a solution of N-(l-acetyl-3-phenyl(lH-indazol-5-yl))(4- 
aminophenyl)carboxamide (200 mg, 0.664 mmol) in 0.3% ammonia in methanol (12 mL). 
After the reaction mixture was stirred at room temperature for 3 hours, the mixture was 
5 acidified with 5% HC1. The resulting precipitate was filtered and dried to give the title 
compound (200 mg, 92% yield). >H NMR (DMSO-d^) 6 13.14 (br s, 1H), 9.84 (s, 1H), 8.52 
(s, 1H), 7.95 (d, 2H), 7.75 (m, 3H), 7.54 (m, 3H), 7.39 (t, 1H), 5.74 (br, 2H); ES-MS (m/z) 
329 [M+l] + . 

10 EXAMPLE 20 

SYNTHESIS OF (3-AMINOPHENYL)-N-(3-PHENYL(lH-INDAZOL-5- 

YL))CARBOXAMIDE 



15 




A. N-(l-acetvl-3-phenvlfl H-indazol-5-vDV3-nitrophenvncarboxamide 
20 The title compound was prepared as described in Example 19 A, using 3- 

nitrobenzoylchloride (222 mg, 1.20 mmol) (257 mg, 65% yield). 'H NMR (DMSO-d 6 ) 6 
10.85 (s, 1H), S.82 (s, 1H), 8.63 (s, 1H), 8.41 (m, 3H), 8.00 (m, 3H), 7.84 (t, 1H), 7.60 (m, 
3H), 2.77 (s, 3H); ES-MS (m/z) 401 [M+l] + . 

25 B - N-( 1 -acetvl-3 -phenyl f lH-indazol-5-vD¥4-aminophenvDcarboxamide 

The title compound was prepared as described in Example 19 B (200 mg, 
92% yield). 'H NMR (DMSO-d 6 ) 6 10.36 (s, 1H), 8.63 (s, 1H), 8.34 (d, 1H), 8.00 (m, 3H), 
7.60 (m, 3H), 7.12 (m, 3H), 6.74 (d, 1H), 5.32 (s, 2H), 2.77 (s, 3H); ES-MS (m/z) 371 
[M+l] + . 

30 

C r3-aminop henvlVN-r3-phenvir 1 H-indazol-5-vncarboxamide 

The title compound was prepared as described in Example 19 C (172 mg, 
88% yield). 'H NMR PMSO-d 6 ) 6 13.18 (br s, 1H), 10.14 (s, 1H), 8.54 (s, 1H), 7.93 
(d, 2H), 7.76 (d, 1H), 7.53 (m, 3H), 7.39 (t, 1H), 7.11 (m, 3H), 6.73 (d, 1H), 5.30 (s, 2H); 
35 ES-MS (m/z) 329 [M+l] + . 



t 
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EXAMPLE 21 

SYNTHESIS OF 3-(4-METHOXYPHENYL)-5-NITRO-lH-INDAZOLE 




N0 2 



10 A. 3-Bromo-5-nitro- lH-indazole 

The title compound was prepared as described in Example 1 A, using 5-nitro 
lH-indazole (9.78 g, 60.0 mmol) (13.674 g, 94% yield): 'H NMR (DMSO-d 6 ) 6 14.10 (br, 
1H), 8.48 (s, 1H), 8.25 (d, 1H), 7.78 (d, 1H); EI-MS (m/z) 243[M+2] + , 241 [M] + . 

15 B. 3 -Bromo- 1 -r2-(methox yethoxv)memvl-5-nitro- 1 H-indazole 

The title compound was prepared as described in Example 2 A, using 3- 
bromo-5-nitro-lH-indazole (4.84 g, 20.0 mmol) (4.52 g, 68% yield): mp 74°C; 'H NMR 
(CDC1 3 ) 6 8.64 (d, 1H), 8.37 (dd, 1H), 7.69 (d, 1H), 5.82 (s, 2H), 3.69 (m, 2H), 3.50 (m, 
2H), 3.34 (s,3H); EI-MS (m/z) 231 [M+2] + , 329 [M] + . ■ 

20 

C. 1 -r2-(TV[ethoxvethoxv)methvll-3-r 4methoxvphenvl)-5-nitro-lH-indazole 

The title compound was prepared as described in Example 2 B, using 3- 
bromo-l-[2-(methoxyethoxy)methyl]-5-nitro-lH-indazole (0.66 g, 2.0 mmol) and 4- 
methoxyphenylboronic acid (0.456 g, 3.0 mmol) (0.584 g, 82% yield): mp 65 °C; 'H NMR 
25 (CDC1 3 ) 6 8.72 (d, 1H), 8.14 (dd, 1H), 7.76 (d, 1H), 7.70 (d, 2H), 7.14 (d, 2H), 5.77 (s, 
2H), 3.97 (m, 2H), 3.92 (s, 3H), 3.58 (m, 2H), 3.38 (s, 3H); EI-MS (m/z) 357 [M] + . 

D. 3-(4-Methoxvphenvl)-5-nitro-lH-indazole 

A solution of 1 -[2-(methoxyethoxy)methyl]-3-(4-methoxyphenyl)-5-nitro- 
30 lH-indazole (0.51 g, 1.4 mmol) in methanol (10 mL) and 6 N hydrochloric acid solution 
(10 mL) was heated at 75 °C for 8 hours. After the reaction mixture was cooled to room 
temperature, a yellow solid was precipitated. It was recrystallized from diethyl ether to 
provide the title compound (0.270 g, 72% yield): mp 153 °C; J H NMR (CDC1 3 ) 5 10.42 (br 
s, 1H), 8.99 (d, 1H), 8.33 (dd, 1H), 7.91 (d, 2H), 7.56 (d, 1H), 7.1 1 (d, 2H); ES-MS (m/z) 
35 269 [M] + . 
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EXAMPLE 22 

SYNTHESIS OF 5-MTRO-3-[3-(TRIFLUOROMETHYL)PHENYL]-lH-INDAZOLE 

H 

5 

0 2 N 

F 3 C 
10 

A. 5 -Nitro-3-f 3-f trifluoromethyDphenvll -lH-indazole 

The title compound was prepared as described in Example 2 B using 3- 
trifluoromethylphenyl boronic acid (40 mg, 0.10 mmol) (23 mg, 75% yield). 'H NMR 
(DMSO-d 6 ) 6 8.95 (s, 1H), 8.36 (d, 1H), 8.3 (m, 2H), 7.85-7.8 (m, 3H); ES-MS (m/z) 308 
15 [M+l] + . 

EXAMPLE 23 

SYNTHESIS OF 3-(3,4-DIMETHOXYPHENYL)-5-NITRO-lH-INDAZOLE 




25 



A. 3-(3.4-DimethoxvphenvlVl-r2-fmethoxvethoxv^methvll-5-nitro-lH-indazole 

The title compound was prepared as described in Example 2 B, using 3- 
bromo-l-[2-(methoxyethoxy)methyl]-5-nitro-lH-indazole (0.50 g, 1.5 mmol) and 3,4- 
30 dimethoxyphenylboronic acid (0.40 g, 2.2 mmol) (0.467 g, 80% yield): 'H NMR (CDC1 3 ) 6 
8.97 (s, 1H), 8.35 (d, 1H), 7.70 (d, 1H), 7.51 (m, 2H), 7.06 (d, 1H), 5.89 (s, 2H), 4.01 (s, 
3H), 4.00 (s, 3H), 3.72 (m, 2H), 3.51 (m, 2H), 3.56 (s, 3H); EI-MS (m/z) 387 [M] + . 

B. 3 -f 3 .4-Dimethoxvphenviy 5-nitro- 1 H-indazole 

35 The title compound was prepared as described in Example 21 D, using 3- 

t 
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3NSDOCID: <WO 0210137A3_IA> 



WO 02/010137 PCT/US01/23890 

(3,4-dimethoxyphenyl)-l-[2-(methoxyethoxy)methyl]-5-nitro-lH-indazole (0.387 g, 1.0 
mmol) (0.205 g, 69% yield): mp 172-173 °C; 'H NMR (DMSO-d 6 ) 6 13.79 (br, 1H), 8.89 
(d, 1H), 8.25 (dd, 1H), 7.77 (d, 1H), 7.57 (dd, 1H), 7.51 (s, 1H), 7.17 (d, 1H), 3.88 (s, 3H), 
3.85 (s, 3H); ES-MS (m/z) 300 [M+l] + . 

5 

EXAMPLE 24 

SYNTHESIS OF 5-NITRO-3-(3-NITROPHENYL)-lH-INDAZOLE 



N NH 



10 




N0 2 N0 2 



15 A. l-f2-fMethoxvethoxv')methvn-5-nitro-3-(3-nitrophenvn-lH-indazole 

The title compound was prepared as described in Example 2 B, using 3- 
bromo-l-[2-(methoxyethoxy)methyl]-5-nitro-lH-indazole (0.50 g, 1.5 mmol) and 3- 
nitrophenylboronic acid (0.376 g, 2.25 mmol) (0.487 g, 87% yield): 'H NMR (CDC1 3 ) 8 
8.98 (d, 1H), 8.86 (s, 1H), 8.30-8.42 (m, 3H), 7.77 (m, 2H), 5.94 (s, 2H), 3.74 (m, 2H), 

20 3.54 (m, 2H), 3.36 (s, 3H); EI-MS (m/z) 372 [M] + . 

B. 5-Nitro-3-(3 -nitrophenvl V 1 H-indazole 

The title compound was prepared as described in Example 21 D, using l-[2- 
(methoxyethoxy)methyl]-5-nitro-3-(3-nitrophenyl)-lH-indazole (0.42 g, 1.13 mmol) 
25 (0.208 g, 65% yield): mp 249-251 °C; J H NMR (DMSO-d 6 ) 8 14.00 (br s, 1H), 9.00 (s, 
1H), 8.73 (s, 1H), 8.51 (d, 1H), 8.30 (m, 2H), 7.85 (m, 2H); ES-MS (m/z) 285 [M+l] + . 

EXAMPLE 25 

SYNTHESIS OF 3-NAPHTHYL-5 -NITRO- 1 H-INDAZOLE 

30 



35 
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A. 3-Naphthvl-5-nitro-lH-indazole 

The title compound was prepared as described in Example 2 B using 1- 
napthyl boronic acid (1 17 mg, 0.68 mmol) (90 mg, 46% yield). 'H NMR (DMSO-d 6 ) 6 
14.09 (s, 1H), 8.52 (s, 1H, 8.27 (dd, 2H), 8.11 (t, 2H) 7.86 (t, 2H), 7.73 (t, 1H), 7.6 (m, 
5 2H); ES-MS (m/z) 290 [M+l] + . 

EXAMPLE 26 

SYNTHESIS OF 3-(2-NAPHTHYL)-5-NITRO-lH-INDAZOLE 




15 

A. 3-(2-NaphthvlV5-nitro-lH-indazole 

The title compound was prepared as described in Example 2 B using 2- 
napthyl boronic acid (51 mg, 0.68 mmol) (95 mg, 48% yield). ! H NMR (DMSO-d 6 ) 6 14.01 
(s, 1H), 9.11 (s, 1H), 8.62 (s, 1H) 8.30 (d, 1H), 8.0-8.1 (m, 3H), 8.0 (m, 1H), 7.82 (d, 1H), 
20 7.6 (m, 2H); ES-MS (m/z) 290 [M+l] + . 



EXAMPLE 27 

SYNTHESIS OF 3-(5-NITRO-lH-INDAZOL-3-YL)FURAN 




30 

A. 3-(5-Nitro- 1 H-indazol-3-vnfuran 

The title compound was prepared as described in Example 2 B using 3-furan 
boronic acid (51 mg, 0.45 mmol) (14 mg, 20% yield). HPLC retention time on CI 8 column, 
24.3 min. ES-MS (m/z) 230 [M+l] + . 

35 

-53- 



• 0210137A3_IA> 



WO 02/010137 PCT/USO 1/23890 

* 

EXAMPLE 28 

SYNTHESIS OF 3-ETHOXY-l-(5-NrrRO(lH-INDAZOL-3-YL))BENZENE 



5 




A. 3-Ethoxv- 1 -(5-nitro( 1 H-indazol-3-vlV)benzene 
10 The title compound was prepared as described in Example 2 B using 3- 

ethoxyphenyl boronic acid (75 mg, 0.45 mmol) (75 mg, 82% yield). ES-MS (m/z) 284 
[M+l] + . 

EXAMPLE 29 

15 SYNTHESIS OF 3-[3-(METHYLETHYL)PHENYL]-5-NITRO-lH-INDAZOLE 




CH 3 

A. 3-r3-(Methylethvl")phenvn-5-nitro-lH-indazole 

The title compound was prepared as described in Example 2 B using 3- 
isopropylphenyl boronic acid (74 mg, 0.45 mmol) (40 mg, 47% yield). ES-MS (m/z) 282 
25 [M+l] + . 



EXAMPLE 30 

SYNTHESIS OF 3-[4-(METHYLETHYL)PHENYL]-5-NITRO-lH-INDAZOLE 



30 




-54- 



NSDOCID: <WO 0210137A3_IA> 



WO 02/010137 



PCT/USO 1/23890 



A. 3-r4-(Methvlethvnphenvl1-5-nitro- 1 H-indazole 

The title compound was prepared as described in Example 2 B using 4- 
isopropylphenyl boronic acid (74 mg, 0.45 mmol) (43 mg, 47% yield). ES-MS (m/z) 282 
[M+l] + . 

EXAMPLE 31 

SYNTHESIS OF 5-NITRO-3-(3-PHENYLPHENYL)-lH-INDAZOLE 



10 



15 



0 2 N 




20 



A. 5-Nitro-3-(3-phenvlphenviVlH-indazole 

The title compound was prepared as described in Example 2 B using 3- 
metabiphenyl boronic acid (89 mg, 0.45 mmol) (50 mg, 53% yield). ES-MS (m/z) 316 
[M+l]\ 

EXAMPLE 32 

SYNTHESIS OF 5-NITRO-3-(4-PHENYLPHENYL)-lH-INDAZOLE 



25 



0 2 N 



30 




A. 5-Nitro-3-(4-phenvlphenvlVlH-indazole 

The title compound was prepared as described in Example 2 B using 3- 
phenylphenylboronic acid (89 mg, 0.45 mmol) (52 mg, 53% yield). ES-MS (m/z) 316 
35 [M+l] + . 
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EXAMPLE 33 

SYNTHESIS OF 5-AMINO-3-(3,4-DIMETHOXYPHENYL)-lH-INDAZOLE 

TRIFLOUROACETATE 




10 



OH 

F^/^O 
F j 



A. 5-Amino-3-Q .4-DimethoxvphenvlVlH-indazole Trifluoroacetate 
15 A suspension of 3-(3,4-dimethoxyphenyl)-5-nitro-lH-indazole (0.20 g, 

0.67 mmol) and palladium (10 wt % on activated carbon, 30 mg) in ethanol (20 mL) with 
5 drops of concentrated hydrochloric acid was stirred under hydrogen at ambient 
temperature for 24 hours. It was filtered with celite and washed with ethanol. The filtrate 
was concentrated and the residue was purified by preparative HPLC to provide the title 
20 compound (0.021 g, 12% yield): mp 150°C (dec); 'H NMR (DMSO-d 6 ) 6 13.4 (br s, 1H), 
9.8 (br s, 2H), 7.96 (s, 1H), 7.68 (d, 1H), 7.46 (m, 2H), 7.32 (d, 1H), 7.13 (d, 1H), 3.87 (s, 
3H), 3.83 (s, 3H); ES-MS (m/z) 270 [M+l] + . 

EXAMPLE 34 

25 SYNTHESIS OF 5- AMINO-3 -(4-METHOXYPHENYL)- 1 H-END AZOLE 

HYDROCHLORIDE 



30 




CI 



NH 2 



35 
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A. 5-Amino-3-(4-methoxyphenvlVlH-indazole Hydrochloride 

The title compound was prepared as described in Example 33 A, using 3 -(4- 
methoxyphenyl)-5-nitro-lH-indazole (0.22 g, 0.8 mmol) (0.121 g, 55% yield): mp 240°C 
(dec); 'H NMR (DMSO-d 6 ) 6 13.0 (br s, 1H), 10.45 (br s, 2H), 8.10 (s, 1H), 7.85 (d, 2H), 
5 7.72 (d, 1H), 7.41 (dd, 1H), 7.13 (d, 2H); ES-MS (m/z) 240 [M+l] + . 

EXAMPLE 35 

SYNTHESIS OF 3-[3-(TRIFLUOROMETHYL)PHENYL]-lH-lNDAZOLE-5-YLAMINE 

10 



15 



20 




A. S-fS-rTrifluoromethvnphenyll-lH-indazole-S-vlamine 

The title compound was prepared as described in Example 36 (15 mg, 5% 
yield). 'H NMR (DMSO-dJ 6 13.02 (s, 1H), 8.20 (d, 1H), 8.16 (s, 1H), 7.7-7.68 (m, 2H), 
7.34 (d, 1H), 7.11 (s, 1H), 6.86 (d, 1H), 5.0 (br s, 2H); ES-MS (m/z) 278 [M+l] + . 

EXAMPLE 36 

SYNTHESIS OF 3-(4-FLUROPHENYL)-lH-INDAZOLE-5-YLAMINE 



F 



25 




H 



30 A. 3-f4-FluorophenvD-lH-indazole-5-vlamine 

To a solution of l-{[3-(4-fluorophenyl)-5-nitro(lH-indazolyl)]methoxy}-2- 

methoxyethane (100 mg, 0.29 mmol) in ethanol (30 mL) was added a scoup of Pd/carbon. 

The reaction was stirred overnight at room temperature under an atmosphere of hydrogen. 

It was filtered over celite and the solution concentrated to an oil. The oil was taken up in 
35 methanol (20 mL) and 6N HC1 (20 mL) and the solution was heated to 75 °C for 3 hours. 
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The solution was concentrated under vacuo, added to saturated bicarbonate (100 mL) and 
extracted with ethyl acetate (3 x 30 mL). The organic layers were dried (NajSO^, 
concentrated to an oil and chromatographed on silica gel, eluting with 50% ethyl 
acetate/hexane to give the title compound (35 mg, 53% yield). l H NMR (CDC1 3 ) 6 10.1 (br 
5 s, 1H), 7.89 (dd, 1H), 7.23-7.16 (m, 4H), 6.91 (dd, 1H), 3.6 (br s, 1H); ES-MS (m/z) 228 
[M+l] + . 



10 



15 



EXAMPLE 37 
SYNTHESIS OF ETHYL[3-(4-FLUOROPHENYLX 




A. Ethvir3-(4-fluorophenvl)(l H-indazol-5-ylVl armne 

To a solution of l-{[3-(4-fluorophenyl)-5-nitro(lH-indazolyl)]methoxy}-2- 
methoxyethane (100 mg, 0.29 mmol) in ethanol (30 mL, containing a contaminant of 

20 acetaldehyde) was added a scoup of Pd/carbon. The reaction was stirred overnight at room 
temperature under an atmosphere of hydrogen. It was filtered over celite and the solution 
concentrated to an oil. The oil was taken up in methanol (20 mL) and 6N HC1 (20 mL) and 
heated to 75 °C for 3 hours. The solution was concentrated under vacuo, added to saturated 
bicarbonate (100 mL), and extracted with ethyl acetate (3 x 30 mL). The organic layers 

25 were dried (Na 2 S0 4 ), concentrated to an oil and chromatographed on silica gel, eluting with 
50% ethyl acetate/hexane to give the title compound (8 mg, 11% yield). ! H NMR (CDC1 3 ) 
8 10.4 (br s, 1H), 7.91 (dd, 2H), 7.26-7.17 (m, 3H), 6.99 (s, 1H), 6.84 (dd, 1H), 3.21 (q, 
2H), 1 .3 1 (t, 3H); ES-MS (m/z) 256 [M+l] + . 

30 
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EXAMPLE 38 

SYNTHESIS OF N-[3-(4-FLUOROPHENYL)(lH-lNDAZOL-5-YL)] (2- 

METHYLPHENYL)CARBOXAMIDE 




10 

To a solution of l-{[3<4-fluorophenyl)-5-amino(lH-indazolyl)]methoxy}-2- 
methoxyethane (100 mg, 0.32 mmol) in pyridine (3 mL) was added benzoyl chloride (45 uL 
0.38 mmol). The solution was stirred for 12 hours when water (80 mL) was added and the ' 
sohd filtered. The solid was then taken up in methanol (3 mL) and 6N HC1 (3 mL) and 
heated to 80°C for 3 hours. Water (80 mL) was then added and the solid filtered and dried 
to give the title compound (20 mg, 19% yield). »H NMR (DMSO-d 6 ) 6 13 3 (br s 1H) 
10.37 (s, 1H), 8.57 (s, 1H), 8.0-7.9 (m, 5H), 7.78 (d, 1H), 7.6-7.5 (m, 4H), 7.40 (t' 2HV 
ES-MS (m/z) 332 [M+l] + . 



20 



EXAMPLE 39 

SYNTHESIS OF N-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)](2. 

METHOXYPHENYL)CARBOXAMIDE 



25 




0-CH 3 




A. 



30 N-r3-(4-Flnorophenvl) (m-inda7ol -5-vn¥2-metl 1 nv V D henvn^rhnv gm ^. 

The title compound was prepared as described in Example 38 using 2- 
methoxybenzoyl chloride (73 uL, 0.45 mmol) (45 mg, 39% yield). 'H NMR (DMSO-d 6 ) 6 
13.2 (br s, 1H), 10.35 ( S , 1H), 8.55 (s, 1H), 7.98 (dd, 2H), 7.78 (d, 1H), 7.58 (d, 2H), 7 54 
(s, 1H), 7.46 (t, 1H), 7.39 (t, 2H), 7.16 (dd, 1H), 3.85 (s, 3H); ES-MS (m/z) 362 [M+l] + . 

35 
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EXAMPLE 40 

SYNTHESIS OF N-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)](4- 

PHENYLPHENYL)CARBOXAMIDE 




A. N-f3-(4-Fluorophenvl')(lH-indazol-5-vni('4-phenvlphenvncarboxamide 

The title compound was prepared as described in Example 38 using 4- 
phenylbenzoyl chloride (83 mg, 0.45 mmol) (55 mg, 42% yield). ! H NMR (DMSO-d,;) 
6 13.3 (br s, 1H), 10.41 (s, 1H), 8.59 (s, 1H), 8.11 (d, 2H), 7.99 (dd, 2H), 7.8 (m, 3H), 7.77 
15 (d, 3H), 7.60 (d, 1H), 7.52 (t, 2H), 7.44 (d, 1H), 7.39 (d, 1H); ES-MS (m/z) 408 [M+l] + . 

EXAMPLE 41 

SYNTHESIS OFBENZO[B]THIOPHEN-2-YL-N-[3-(4-FLUOROPHENYL)(lH- 

INDAZOL-5-YL)]CARBOXAMIDE 

20 




A. Ben2or[Dltmophen-2-vl-N-r3-(4-fluorophenvl¥lH-indazol-5-vl)1carboxarnide 

The title compound was prepared as described in Example 38 using 2- 
thiophenecarbonyl chloride (75 mg, 0.45 mmol) (48 mg, 39% yield). ! H NMR (DMSO-d 6 ) 
30 6 13.3 (br s, 1H), 10.66 (s, 1H), 8.55 (s, 1H), 8.41 (s, 1H), 8.1-7.9 (m, 4H), 7.80 (d, 1H), 
7.63 (d, 1H), 7.50 (m, 2H), 7.41 (t, 2H); ES-MS (m/z) 388 [M+l] + . 



35 
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EXAMPLE 42 

SYNTHESIS OF [3-(4-FLUOROPHENYL)(lH-INDAZOL-5- 

YL)](PHENYLSULFONYL)AMINE 




A. [3-( 4-Fluorophenvl¥ 1 H-indazol-5-vlWphenvlsulfonvl)amine 

The title compound was prepared as described in Example 38 using 
phenylsulfonyl chloride (56 uL, 0.45 mmol) (55 mg, 42% yield). ! H NMR (DMSO-d 6 ) 6 
13.25 (s, 1H), 10.1 (s, 1H), 7.77 (dd, 2H), 7.7-7.6 (m, 2H), 7.6-7.5 (m, 4H), 7.46 (d, 1H), 
1 5 7.38 (t, 2H), 7.12 (dd, 1H); ES-MS (m/z) 368 [M+l] + . 



EXAMPLE 43 

SYNTHESIS OF METHYL 4-{N-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5- 

YL] CARBAMOYL} BENZO ATE 




A. Methyl 4- {N-rS^-fluorophenvn-lH-indazol-S-vncarbamovUbenzoate 

The title compound was prepared as described in Example 38 using methyl 4- 
carboxybenzoyl chloride (87 mg, 0.45 mmol) (35 mg, 28% yield). 'H NMR (DMSO-d 6 ) 6 
13.3 (s, 1H), 10.6 (s, 1H), 8.56 (s, 2H), 8.12 (s, 4H), 7.98(dd, 2H), 7.80 (d, 1H), 7.61 (d, 
30 1H), 7.40 (t, 2H), 3.91 (s, 3H); ES-MS (m/z) 390 [M+l] + . 
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EXAMPLE 44 

SYNTHESIS OFN-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-2- 

PYRJDYLCARBOXAMIDE 




A. N-r3-(4-Fluorophenvl)(lH-mdazol-5-vl)]-2-pvridylcarboxamide 

The title compound was prepared as described in Example 38 using pyridine 
2-carbonyl chloride hydrochloride (40 uL, 0.45 mmol) (35 mg, 33% yield). 'H NMR 
(DMSO-d 6 ) 6 13.3 (s, 1H), 10.8 (s, 1H), 8.77 (<L 1H), 8.72 (s, 1H), 8.19 (d, 1H), 8.09 (dt, 
15 1H), 8.0-7.9 (m, 3H), 7.7 (t, 1H), 7.59 (d, 1H), 7.40 (t, 2H); ES-MS (m/z) 333 [M+l] + . 

EXAMPLE 45 

SYNTHESIS OF 4-{N-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]CARBAMOYL} 

BENZOIC ACID 



20 

H 




F 



A. 4- IN- |"3-(4-Fluorophen vlV 1 H-indazol-5-vllcarbamovl \ benzoic acid 

The title compound was prepared as described in Example 48 (1 1 mg, 85% 
yield). 'H NMR (DMSO-d 6 ) 6 13.2 (s, 1H), 10.5 (s, 1H), 8.56 (s, 1H), 8.10 (s, 4H), 7.99 
30 (dd, 1H), 7.8 (d, 1H), 7.61 (d, 1H), 7.40 (t, 2H); ES-MS (m/z) 376 [M+l] + . . 
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EXAMPLE 46 

SYNTHESIS OF CYCLOPROPYL-N-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5- 

YL)] CARBOXAMIDE 




10 

A. Cvclopropvl-N-rS-C 4-flu oro-phenvlY 1 H-inda7.o1-S-vlVlcarboxamide 

The title compound was prepared as described in Example 38 using 
cyclopropyl carbonyl chloride (40 uL, 0.45 mmol) (35 mg, 33% yield). 'H NMR^DMSO-d 6 ) 
6 13.2 (br s, 1H), 10.3 (s, 1H), 8.45 (s, 1H), 7.92 (dd, 2H), 7.51 (d, 2H), 7.37 (t, 2H), 1.8 
15 (m, 1H), 0.81 (m, 4H); ES-MS (m/z) 296 [M+l] + . 

EXAMPLE 47 

SYNTHESIS OF METHYL 4-{N-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N- 

METHYLC ARB AMOYL} BENZOATE 

20 




A - Methvl 4-fN-{3-(4-fluor ophenvlVl -f (2-methoxvethoxv^methvn-lH-indazo1e-5- 
vl ) carbamovDbenzoate 

To a suspension of l-{3-fluorophenyl)-5-amino(lH-indazoloyl)]methoxy}-2- 
methoxyethane (1.51 g, 3.17 mmol) in dichloromethane (55 mL) was added triethylamine 
(4.75 g, 4.75 mmol), and 4-(dimenthylamino)pyridine (193 mg, 1.58 mmol). The solution 
was allowed to stir for 1 5 minutes, then terephthalic acid chloride hydrochloride (753 mg, 
3.80 mmol) was added. The reaction mixture was allowed to stir for 1 8 hours. The solution 
35 W as acidified to pH 8 using 5% HC1 and extracted with dichloromethane. The extracts were 
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dried over sodium sulfate, filtered and concentrated. The residue was purified by 
chromoatography (Si0 2 , 60% ethyl acetate/hexanes) to provide the title compound (1.36 g. 
60% yield). >H NMR (DMSO-d 6 ) 6 10.57 (s, 1H), 8.54 (s, 1H), 8.09 (s. 4H), 7.95 (m, 2H), 
7.83 (m, 2H), 5.83 (s, 2H), 3!88 (s, 3H), 3.60 (t, 2H), 3.38 (m, 2H), 3.16 (s, 3H); ES-MS . 
5 (m/z)478 [M+l] + . 

B. Methvl 4-CN - ( 3-( fluorophenvlV 1 -1Y 2-methox vethoxv^methvll ( lH-indazol-5-vn \ -N- 
methvlcarbamovDbenzoate 

To a flask containing Example 47 A (300 mg, 0.628 mmol) in dimethyl 

10 formamide (12 mL), was added 1.0 M sodium bis-trimethylsilyl amide (0.753 mL in THF). 
The solution was stirred for 30 minutes. Methyl Iodide (134 mg, 0.942 mmol) was then 
added and stirring continued at room temperature for 18 hours. The solution was condensed 
and water (25 mL) added. The aqueous phase was extracted with ethyl acetate. The 
extracts were combined, dried over sodium sulfate, filtered and condensed to give an oil. 

1 5 The oil was purified by chromatography (Si0 2 , 60% ethyl acetate/ hexanes ) to afford the 
title compound (220 mg, 74% yield). *H NMR (DMSO-d 6 ) 6 7.90 (m, 3H), 7.69 (m, 3H) ? 
7.43 (br s, 2H), 7.32 (t, 3H), 5.75 (s, 2H), 3.72 (s, 3H), 3.54 (m, 2H), 3.43 (s, 3H), 3.09 
(s, 3H); ES-MS (m/z) 492 [M+l ] + . 

• * 

20 C. Methvl 4- (N-f 3-(4-fluorophenyl)( lH-indazol-5-vm-N-methvlcarbamovl))benzoate 

To a solution containing Example 47 B (229 mg, 0.466 mmol) in methanol 
(7 mL) was added 6N HC1 (7 mL). The reaction mixture was allowed to stir at room 
temperature for 18 hours. The resulting precipitate was filtered, dried and purified by 
chromatography (Si0 2 , 40% ethyl acetate/ hexanes ) to afford the title compound (100 mg, 

25 53% yield). 'H NMR (DMSO-d 6 ) 5 13.26 (s, 1H), 7.86 (s, 3H), 7.71 (br s, 2H), 7.41 (br s, 
3H), 7.26 (m, 3H), 3.72 (s, 3H), 3.42 (s, 3H); ES-MS (m/z) 404 [M+l] + . 
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EXAMPLE 48 

SYNTHESIS OF 4-{N-[3-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-N- 

METHYLC ARB AMOYL} BENZOIC ACID 



HO 



10 




A - 4-IIN-rFluoroDhenviyi H-indazol-5-vin-N-metfavlcarbamovUbenzoic acid 

To a solution containing Example 47 C (100 mg, 0.250 mmol) in . 
tetrahydrofuran (5 mL) and water (5 mL), was added lithium hydroxide hydrate (52 mg). 
1 5 The solution was allowed to stir at room temperature for 3 hours. The reaction mixture was 
acidified using 5% HC1. The solution was condensed to afford a solid which was filtered and 
dried to provide the title compound (93 mg, 89% yield). 'H NMR (DMSO-d 6 ) 6 13.28 (br 
s, 1H), 13.01 (br s, 1H), 7.85 (s, 3H), 7.67 (s, 2H), 7.29 (m, 6H), 3.42 (s, 3H); ES-MS 
(m/z) 390 [M+l] + . 



20 



25 



30 



EXAMPLE 49 

SYNTHESIS OF METHYL 3-{N-[(4-FLUOROPHENYL)-lH-INDAZOL-5-YL} 

CARBAMOYL} BENZO ATE 




C0 2 CH 3 



A - Methyl 3-{N-(4-fluorop henvlVl-perhvdro-2H Pvran-2-vl-1H-indazol-5- 
vllcarbamovnbenzoate 

To a solution of isophthalic acid monomethyl ester (138 mg, 0.770 mmol) in 
35 dimethyl formamide (8 mL) was added l-emyK3-dimemylammo)carbodiimide 
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hydrochloride (147 mg, 0.770 mmol). The mixture was allowed to stir for 20 minutes, then, 
2-[3-(4-fluorophenyl)-5-ammo-lH-indazoloyl]perhydro-2H-pyran (200 mg, 0.642 mmol) 
was added. The reaction mixture was stirred at ambient temperature for 18 hours. The 
solution was condensed and extracted with water and ethyl acetate. The extracts were dried 
5 over sodium sulfate, filtered and condensed to afford the title compound (180 mg, 60% 
yield). ] H NMR (DMSO-d^ 6 10.56 (s, 1H), 8.52 (s, 1H), 8.09 (s, 4H), 7.93 (s, 2H), 7.80 
(m, 2H), 7.38 (t, 2H), 5.90 (d, 1H), 3.88 (s, 3H), 3.79 (br s, 1H), 2.05 (br s, 2H), 1.79 (br s, 
1H), 1.60 (br s, 2H); ES-MS (m/z) 474 [M+l] + . 

10 B. Methyl 3- iN-r4-fluorophenvn-lH-indazol-5-vl>carbamovllbenzoate 

The title compound was prepared as described in Example 47 C (140 mg, 
94% yield). 'H NMR (DMSO-de) 6 13.22 (br s, 1H), 10.55 (s, 1H), 8.54 (d, 2H), 8.25 (d, 
1H), 8.15 (d, 1H), 7.96 (m, 2H), 7.69 (m, 3H), 7.37 (t, 2H), 3.90 (s, 3H); ES-MS^m/z) 390 
[M+l] + . 

15 

EXAMPLE 50 
SYNTHESIS OF 3-{N-[3-(4-FLUOROPHENYL)-lH- 
INDAZOL-5-YL1CARBAMOYL} BENZOIC ACID 



25 




A. 3-IN-f3-(4-FluorophenvlVlH-indazol-5-vncarbamovl>benzoic acid 

The title compound was prepared as in Example 48 A (32 mg, 67% yield). 
'H NMR (DMSO-d 6 ) 6 13.23 (br s, 2H), 10.52 (s, 1H), 8.53 (d, 2H), 8.21 (d, 1H), 8.11 (d, 
30 1H), 7.95 (m, 2H), 7.66 (m, 3H), 7.37 (m, 2H); ES-MS (m/z) 376 [M+l] + . 



35 
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EXAMPLE 51 

SYNTHESIS OF N-[3-(4-FLUOROPHENYL)-(lH-INDAZOL-5-YL)][4-(N- 
METH YLC ARB AM O YL)PHENYL] C ARB OXAMIDE 




A. N-r3-(4-FluorophenvDflH-indazol-5-vmr4-(N-methvlcarbamovn 
phenvllcarboxamide 

The product of example 45 (50 mg, 0.128 mmol) in methylamine (40% in 
15 water, 3mL) was heated in a sealed tube at 100°C for two hours. The resulting precipitate 
was filtered and washed with small portions of ethyl acetate to afford the title compound (33 
mg, 67% yield). 'H NMR (DMSO-d 6 ) 5 13.22 (br s, 1H), 10.41 (s, 1H), 8.58 (m, 1H), 8.52 
(s, 1H), 8.00 (m, 6H), 7.75 (d, 1H), 7.56 (d, 1H), 7.36 (t, 2H), 2.79 (m, 3H); ES-MS (m/z) 
389[M+1] + . 

20 

EXAMPLE 52 

SYNTHESIS OF 4-{N-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5- 

YL)CAJRBAMOYL}BENZ AMIDE 



25 




A. 4-(N-[3-('4-FluorophenvlVlH-indazol-5-vl'|carbambvnbenzamide 

The product of example 45 (195 mg, 0.500 mmol) in concentrated 
ammonium hydroxide (5 mL) and ammonimn chloride (1.00 mg) was heated in a sealed tube 
35 at 100°C for 4 hours. The resulting precipitate was filtered, dried and purified by 

t 
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chromatography (SiO,, 80% ethyl acetate/hexanes) to provide the title compound (25 mg, 
13% yield). 'H NMR (DMSO-d 6 ) 6 13.24 (br s, 1H), 10.42 (s, 1H), 8.53 (s, 1H), 8.12 (s, 
1H), 7.97 (m, 6H), 7.74 (d, 1H), 7.55 (m, 2H), 7.37 (t, 2H); ES-MS (m/z) 375 [M+l] + . 

EXAMPLE 53 

SYNTHESIS OF 1. 4-{N-[3-(4-METHOXYPHENYL)-lH-INDAZOL-5- 

YL]CARBAMOYL} BENZOIC ACID 



10 




H 

15 

A. 4-Methox v- 1 -(5-nitro- 1 -perhvdro-2H-pvran-2-vl( 1 H-indazol-3-vl^benzene 

To a solution of 2-(3-bromo-5-nitro-lH-indazolyl)perhydro-2H-pyran (0.5 g, 
J .53 mmol) in ethylene glycol dimethyl ether (10 mL) was added 4-methoxy phenyl boronic 
acid (0.349 g, 2.3 mmol), [l,l'-bis(diphenylphosphino)-ferrocene] complex with 

20 dichloromethanc (1:1) (0.177 g, 0.153 mmol) and potassium phosphate (1.62 g, 7.65 mmol). 
The reaction mixture was heated to reflux temperature for 12 hours. The solvent was then 
evaporated to dryness and the residue was dissolved in 10 mL of ethyl acetate. The 
heterogeneous solution was washed 3 times with 5 mL of water and once with 5 mL of 
brine. The organic layer was dried over Na 2 S0 4 and evaporated to dryness. The resulting 

25 brown solid was adsorbed on silica gel and purified by column chromatography (80:20 

hexanes/ethyl acetate) to provide the title compound (0.41 1 g, 65% yield): ES-MS (m/z) 354 
[M+H] + . 



B. 3-f4-Methoxvphenvn-l -perhvdrQ-2H-pvran-2-vl-lH-indazole-5-vlamine 

To a solution of 4-methoxy-l-(5-nitro-l-perhydro-2H-pyran-2-yl(lH- 
indazol-3-yl))benzene (0.41 1 g, 1.16 mmol) in ethyl acetate (15 mL), purged with nitrogen 
gas was added 15 mg of palladium on activated carbon (10 wt. %). The flask was purged 
with hydrogen and the reaction was stirred at room temperature for 6 hours under 1 atm of 
H 2 . The catalyst was filtered and washed twice with 5-mL portions of ethyl acetate. The 
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filtrate was concentrated to dryness to afford the title compound (0.347 g, 92% yield): ES- 
MS (m/z) 324 [M+l] + . 

C- Methyl 4>m-r3-r4-methoxvphenvlVlH-inda2ol>5-vl1carbamovnbenzoate 
5 To a solution of 3-(4-methoxyphenyl)- 1 -perhydro-2H-pyran-2-yl-lH- ' 

indazole-5-ylamine (0.347 g, 1.07 mmol) in tetrahydrofuran (8.5 mL) was added triethyl 
amine (0.224 mL, 1.605 mmol). The solution was cooled to 0°C before 4-methoxybenzoyl 
chloride was added as a solid in one portion (0.234 g, 1.17 mmol). The reaction was stirred 
at room temperature for 48 hours. The crude reaction mixture was partitioned between 
10 water and ethyl acetate. A white solid insoluble in water ethyl acetate or dichloromethane 
was removed by filtration. The filtrate was evaporated to dryness and purified by 
chromatography (Si0 2 , 20-50% ethyl acetate in hexanes). The title compound was isolated 
as a pale pink solid (0.099 g, 19% yield): ES-MS (m/z) 486 [M+l] + . 

15 D. Methyl 4- IN-f3-( 4-methoxvphenvlV 1 H-indazol-5-vllcarbamovUbenzoate 

To a solution of methyl 4-{N-[3-(4-methoxyphenyl)-l-perhydro-2H-pyran-2- 
yl-ffi-indazol-5-yl]carbamoyl}benzoate (0.099 g, 0.20 mmol) in anhydrous tetrahydrofuran 
(5 mL). 6.0N aqueous HC1 was added (5 mL). The solution was stirred at room temperature 
for 48 hours. The reaction mixture was then neutralized with saturated aqueous sodium 

20 bicarbonate and the organic layer was extracted with ethyl acetate (10 mL, 3 times). The 
organic layer was dried over NajSQ, and evaporated to dryness to afford the title compound 
(0.081 g, quantitative yield): ES-MS (m/z) 402 [M+l] + . 

E. 4-(N-r3-( r 4 -methoxvDhenvlVlH-indazol-5-vncarbamovl) benzoic acid 
25 To a solution of methyl 4- {N-[3-(4-methoxyphenyl)-lH-indazol-5- 

yl]carbamoyl}benzoate (0.089 g, 0.20 mmol) in THF (3 mL) was added lithium hydroxide 
monohydrate as a solid in one portion (0.042 g, 1 .0 mmol). Water was added to aid 
solubility (0.5 mL). The reaction was stirred at room temperature for 12 hours. The pH of 
the solution was adjusted to 8, using 2.0 N NaOH. The aqueous phase was washed with 
30 ethyl acetate (2x10 mL). The pH was raised to 5 using 2.0 N aqueous HC1 resulting in the 
precipitation of the title compound as a pink solid that was filtered and washed with small 
portions of diethyl ether. The compound was further purified by trituration in a 1 : 1 mixture 
of diethyl ether and hexanes (0.028 g, 36% yield): *H NMR (DMSO-d 6 ) 13.1 (s, 1H), 10.5 
(s, 1H), 8.5 (s, 1H), 8.1 (s, 2H), 7.8 (d, 2H), 7.7 (d, 2H), 7.5 (d, 2H), 7.1 (d, 2H), 3.8 (s, 
35 3H); ES-MS (m/z) 388 [M+lf. 
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EXAMPLE 54 

SYNTHESIS OF 4-[N-(3-(4-PYRTOYL)-lH-INDAZOL-5-YL)CARBAMOYL]BENZOIC 

ACE) 

5 OH 

o 

H 

10 

A. 2-(5"Nitro-3-f4-pvridvlVlH-indazolvDperhvdro-2H-pvran 

The title compound was prepared according to the procedure described in 
example 53 using 2-(3-bromo-5-nitro-lH-indazolyl)perhydro-2H-pyran (0.300 g r 0.92 
mmol), 4-pyridyl boronic acid (0.170 g, 1.38 mmol), 1 J-bis((Uphenylphosphino)-ferrocene] 
15 complex with dichloromethane (1:1) (0.106 g, 0.092 mmol) and potassium phosphate (0.975 
g, 4.6 mmol) (0.200 g, 67% yield): ES-MS (m/z) 325 [M+l] + . 

B. 1 -Perhydro-2H-pwan-2-vl-3-(4-pyridviy 1 H-indazole-5-vlamine 

The title compound was prepared by hydrogenolysis using 2-(5-nitro-3-(4- 
20 pyridyl)- lH-indazolyl)perhydro-2H-pyran (0.200 g, 0.615 mmol), palladium on activated 
carbon (10 wt. %, 10 mg) under 1 atm of hydrogen (0.158 g, 87% yield): ES-MS (m/z) 295 
[M+l] + . 

C. Methvl 4-fN-f l-perhvdro-2H-pyran>2-vl-3>(4-p\aidvlVlH-indazol-5- 
25 vDcarbamovribenzoate 

The title compound was prepared using l-perhydro-2H-pyran-2-yl-3-(4- 
pyridyl)-lH-indazole-5-ylamine (0.158 g, 0.54 mmol), 4-methoxybenzoyl chloride (0.215 g, 
1.08 mmol), and triethylamine (0.150 mL, 1.08 mmol). After 3 h at room temperature and 
work-up, the product was isolated and used without further purification (0.158 g, 64% 
30 yield): ES-MS (m/z) 457 [M+l] + . 

D. Methvl 4- [N-( 3 -( 4-pvridvlV 1 H-indazol-5 - vDcarbamovllb enzoate 

The title compound was prepared using methyl 4-[N-(l-perhydro-2H-pyran-2- 
yl_3-(4_pyridyl)-lH-indazol-5-yl)carbamoyl]benzoate (0.158 g, 035 mmol) as a solution in 

35 
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4 

tetrahydrofuran (3 mL) and 6.0 N aqueous HC1 (5 mL). The intermediate was isolated and 
used without further purification (0.129 g, quantitative): ES-MS (m/z) 373 [M+l] + . 



E. 4.[N-(3>(4-PvridvlVlH-indazol-5-vncarbamovl1benzoic acid 
5 The title compound was prepared using methyl 4-[N-(3-(4-pyridyl)-lH- 

indazol-5-yl)carbamoyl]benzoate (0.129 g, 0.35 mmol) and lithium hydroxide mono hydrate 
(0.075 g, 1 .8 mmol) in tetrahydrofuran (5 mL). The compound was isolated as a beige 
powder that was washed with small portions of diethyl ether (5 mL). (0.091 g, 70.5% yield) 
'H NMR (DMSO-d 6 ) 10.2 (s, 1H), 8.5 (m, 3H), 7.9-7.8 (m, 6H), 7.6 (s, 2H); ES-MS (m/z) 
10 359[M+1]\ 



EXAMPLE 55 
SYNTHESIS OF N-[3-(4-FLUOROPHENYL^ 

H 



15 




F 



20 A. N-[3-(4-Fluorophenyl)(lH-Indazol-5-yl)]benzamide 

To a solution of l-{[3-(4-fluorophenyl)-5-amino(lH-indazolyl)]methoxy}-2- 
methoxyethane (1 00 mg, 0.32 mmol) in pyridine (3 mL) was added benzoyl chloride (45 jiL, 
0.38 mmol). The solution was stirred for 12 hours when water (80 mL) was added and the 
solid filtered. The solid was then taken up in methanol (3 mL) and 6N HC1 (3 mL) and 

25 heated to 80 °C for 3 hours. Water (80 mL) was then added and the solid filtered and dried 
to give the title compound (20 mg, 19% yield). ! H NMR (DMSO-d 6 ) 8 13.3 (br s, 1H), 
10.37 (s, 1H), 8.57 (s, 1H), 8.0-7.9 (m, 5H), 7.78 (d, 1H), 7.6-7.5 (m, 4H), 7.40 (t, 2H); 
ES-MS (m/z) 332 [M+l] + . 
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EXAMPLE 56 

SYNTHESIS OF [3,4-BIS(TRIFLUOROMETHYL)PHENYL]-N-[3-(4- 
FLUOROPHENYL)(lH-ESrDAZOL-5-YL)]CARBOXAMIDE 



10 



F 3 C 




A. rS.S-bisfTrifluoromethvnphenvll-N-rS-f^fluorophenviyiH-indazol-S- 
vDlcarfaoxamide 

The title compound was prepared as described in Example 55 A using 3,5- 
15 ditrifluoromethylphenylbenzoyl chloride (69 uL, 0.38 mmol) (20 mg, 1 1% yield). ! H NMR 
(DMS0-d 6 ) 6 13.3 (br s, 1H), 10.79 (s, 1H), 8.68 (s, 2H), 8.53 (s, 1H), 8.40 (s, 1H), 7.99 
(dd, 2H), 7.79 (d, 1H), 7.64 (d, 1H), 7.40 (t, 2H); ES-MS (m/z) 468 [M+l] + . 

EXAMPLE 57 

20 SYNTHESIS OF N-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-2- 

FURYLCARBOXAMIDE 



H 



25 




F 



A. N-rS-C^FluorophenvDriH-indazol-S-vlM^-furvlcarboxamide 
30 The title compound was prepared as described in Example 55 A using 2-furyl 

chloride (38 uL, 0.38 mmol) (20 mg, 16% yield). 'H NMR (DMSO-d 6 ) 8 13.3 (br s, 1H), 
10.32 (s, 1H), 8.51 (s, 1H), 8.0-7.94 (m, 3H), 7.78 (d, 1H), 7.58 (d, 1H), 7.4-7.34 (m, 3H), 
7.72 (s, 1H); ES-MS (m/z) 322 [M+l] + . 
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EXAMPLE 58 

SYNTHESIS OF N-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)] 

(3,4-DICHLOROPHENYL)CARBOXAMIDE 




10 A. 



15 



N-r3-(4-Fluorophenvnn H- Indazol-5-vmr3.4-DichlorophenvnCarboxamide 

The title compound was prepared as described in Example 55 A using 3,4- 
dichlorophenylbenzoyl chloride (80 mg, 0.38 mmol) (20 mg, 11% yield). 'H NMR (DMSO- 
dfi) 8 13.3 (br s, 1H), 10.52 (s, 1H), 8.52 (s, 1H), 8.28 (s, 1H), 8.0-7.9 (m, 3H), 7.85 (d, 
1H), 7.78 (d, 1H), 7.61 (d, 1H), 7.40 (t, 2H); ES-MS (m/z) 400 [M+l] + . 

EXAMPLE 59 

SYNTHESIS OF N-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)](2- 

HYDROXYPHENYL)CARBOXAMIDE 



20 




25 



A. 



N-f3-(4-Fluorophenvl VlH-indazol-5-vnif2-hvdroxvDhenvncarboxamide 

The title compound was prepared as described in Example 55 A using 2- 
(chlorocarbonyl)phenyl acetate (76 mg, 0.38 mmol) (20 mg, 15% yield). 'H NMR (DMSO 
d 6 ) 8 13.3 (brs, 1H), 12.0 (br s, 1H), 10.53 (s, 1H), 8.47 (s, 1H), 8.0-7.9 (m, 3H), 7.64 (dd, 
30 2H), 7.4-7.3 (m, 3H), 6.9-7.0 (m, 2H); ES-MS (m/z) 348 [M+l] + . 
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B. (1 SV1 - {NJH 5-(2H-l ,23.4-Tetrazol-5-vnnH-indazolL-3> 
vl))phenyl1carbamovU ethyl acetate 

The title compound was prepared according to the procedure described for 
the preparation of Example 222 C using ( 1 S)- 1 - {N- [3 -(5 -cyano- 1 -perhydro-2H-pyran-2- 
5 yl(lH-indazol-3-yl))phenyl] carbamoyl} ethyl acetate (0.460 g, 1.064 mmol) in toluene (10 
mL) and azidotributyltin (1.28 mL, 4.68 mmol). A partial deprotection of the hydroxy group 
was observed upon hydrolysis of the tin substituent under acidic conditions (HC1 gas bubbled 
through the toluene solution). The 2 components were separated by preparative HPLC (30- 
90% acetonitrile in water) (0.170 g, 41 % yield over 2 steps). About 24 mg of impure 
10 hydroxy derivative were isolated: *H NMR (CD 3 OD) 6 8.7 (s, 1H), 8.2 (t, 1H), 8.1 (dd, 
1H), 7.8-7.7 (m, 4H), 7.5 (t, 1H), 5.16 (q, 1H), 2.1 (s, 3H), 1.55 (d, 3H); ES-MS (m/z) 392 
[M+H] + . 

EXAMPLE 287 

1 5 SYNTHESIS OF 3-[3-(3-PYRIDYLCARBONYLAMINO)PHENYL]-lH- 

IND AZOLE - 5 -C ARB OXAMIDE 



20 




A. l-Perhydro-2H-pwan-2-vl-3-f3-(3-pvridvlcCT^ 
carboxamide 

To a solution of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole- 
5-carbonitrile (0.150 g, 0.47 mmol) in tetrahydrofuran (5 mL), was added nicotinoyl chloride 
hydrochloride (0.167 mg, 0.94 mmol) and triethyl amine (0.327 mL, 2.35 mmol). After 
stirring at room temperature overnight, the crude mixture was partitioned between ethyl 
acetate and water. The crude compound was isolated as a gummy solid. The yield was not 
30 calculated: ES-MS (m/z) 424 [M+H] + . 



B. S-rS-n-Pvridvlcarbonvlamino^phenvn-lH-indazole-S-carboxamide 

Precursor, l-perhydro-2H-pyran-2-yl-3-[3-(3-pyridylcarbonylamino) 
phenyl]- lH-indazole-5-carboxamide, was dissolved in ethanol (4 mL) . Hydrogen peroxide 
(4 mL, 30% wt) was added to the solution followed by 0.200 mL of 6.0 N NaOH aqueous 
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H 



5 




The title compound was isolated during the purification of the compound 
10 described in Example 286 (0.024 g, 6.5 % yield over 2 steps): 'H NMR (CD 3 OD) 6 8.76 (s, 
1H), 8.28 (t, 1H), 8.1 (dd, 1H), 7.8-7.7 (m, 3H), 7.53 (t, 1H), 4.31 (q, 1H), 1.47 (d, 3H); 
ES-MS (m/z) 350 [M+H] + . 

EXAMPLE 286 

15 SYNTHESIS OF (lS)-l-{N-[3-(5-(2H-l,2,3,4-TETRAZOL-5-YL)(lH-INDAZOL-3- 

YL))PHENYL] CARBAMOYL} ETHYL ACETATE 



20 




A. aSVl-(N-r3-f5-Cvano-l-perhvdro-2H-Pvran- 2-ylOH-indazol-3- 

y1))phenvl]carbamovUethvl acetate 

25 jo a solution of 3-(3-aminophenyl)-l -perhydro-2H-pyran-2-yl- lH-indazole- 

5-carbonitrile (0.400 g, 1.25 mmol) in dichloromethane (50 mL), was added (S)-(-)-2- 
acetoxy propionic acid (0.128 mL, 1.38 mmol) and l-(3-dimethylaminopropyl)-3-ethyl 
carbodiimide hydrochloride (EDCI) (0.287 g, 1.5 mmol). After overnight reaction at room 
temperature, 0.6 equivalent of carboxylic acid and EDCI were added. After 12 hours at 

30 room temperature, the reaction was complete. The reaction mixture was partitioned between 
dichloromethane and water. The organic phase was dried under vacuum and the title product 
was used in the subsequent step without further purification (0.460 g, 85% yield): ES-MS 
(m/z) 433 [M+H] + . 
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*® A. 2-(4-AcetvlpiperazinvlVN"aminoacetainide 

The procedure described for Example 283 A was followed using methyl 
bromoacetate (1.5 g, 0.01 mol), 1 -acetyl piperazine (1.4 g, 0.011 mol), and potassium 
carbonate (1.52 g, 0.01 1 mol). After one day, an additional 0.3 equivalent of methyl 
bromoacetate was added to the reaction. The crude material was taken up in approximately 

1^2 mL of ethanol and hydrazine was added to the solution (0.25 mL, 0.008 mol). This was 
heated in a sealed tube at 85 °C for 4 hours. The solvent was removed to yield the title 
compound (1 .6 g, 80 % yield). ! H NMR (DMSO-d 6 ) 6 9.0 (s, 1H), 4.2 (br s, 2H), 3.5 (m, 
4H), 2.9 (s, 2H), 2.4 (m, 4H), 2.0 (s, 3H). 

20 B. l-Acetvl-4-f(543-f4-fluorophen^^ 
vOI methvDpiperazine 

The procedure described for Example 283 B was followed using 
ethoxy[3-(4-fluorophenyl)(lH-indazol-5-yl)]methanimine hydrochloride (600 mg, 1.88 
mmol), 2-(4-acetylpiperazinyl)-N-aminoacetamide (1.12 g, 5.64 mmol), sodium methoxide 
- J (1.3 mL, 5.64 mmol), and methanol (8 mL) to yield the title compound (41 mg, 5% yield). 
l H NMR (DMSO-d 6 ) 6 13.8 (s, 1H), 8.6 (s, 1H), 8.0 (m, 5H), 7.6 (m, 2H), 7.4 (t, 3H), 4.6 
(m, 2H), ES-MS (m/z) 420 [M+l]+. 



30 



EXAMPLE 285 

SYNTHESIS OF N-[3^5-(2H-l,2,3,4-TETRAZOL-5-YL)(lH-INDAZOL-3 

YL))PHENYL] (2 S)-2-HYDROXYPROP ANAMIDE 
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To a solution of 4-hydroxypiperidine (1.1 g, 0.01 lmol) and potassium 
carbonate (1.52 g, 0.01 1 mol) in acetonitrile (-20 mL) was added 
methylbromoacetate (0.93 mL, 0.01 mol) and the mixture was stirred in a nitrogen 
atmosphere overnight. The solvent was removed and the material was taken up in 
methanol. Gaseous hydrochloric acid was bubbled into solution. The methanol was 
removed and the material was taken up in tetrahydrofuran and sonicated: A solid 
was collected using a fritted funnel. The solid was taken up in ethyl acetate. Sodium 
carbonate was added to the solution and allowed to stir for one hour. The sodium 
carbonate was removed by filtration and the organic layer was concentrated. A 
solution of the crude material was made using anhydrous ethanol (~ 1 mL) and 
hydrazine (0.167 mL, 5.34 mmol). This was placed in a sealed tube and was heated 
to 85 °C for 3 hours. The solvent was removed to yield the title compound (0.875 g, 
50 % yield). >H NMR (DMSO-d,) 8 8.8 (s, 1H), 4.6 (s, 1H), 4.2 (s, 2H), 2.8 (s, 
2H), 2.6 (m, 2H), 2.0 (m, 2H), 1 .6 (m, 2H), 1 .4 (m, 2H). 



B - 1 -( ( 5-r3-(4-Fluorophenv1 VlH-inda7.nl-S-vn-4H-1 2.4-tria7:n1-3- 
vl ) methvnpiperidin-4-ol 

A solution of emoxy[3-(4-fluorophenyl)(lH-inda Z ol-5-yl)]memanimine 
hydrochloride (521 mg, 1.63 mmol), N-amino-2-(4-hydroxypiperidyl)acetamide (850 mg, 4.9 
mmol), and sodium methoxide (1 .2 mL, 4.9 mmol) in methanol (~ 8 mL) was taken up in a 
sealed tube and allowed to stir at room temperature for 25 minutes and then heated at 95 °C 
overnight. The reaction was acidified with hydrochloric acid to neutral pH. The product 
was extracted using ethyl acetate. The material was concentrated and purified by 
^ semipreprative HPLC. The purified material was taken up in ethyl acetate and washed with 
an aqueous solution of sodium bicarbonate to yield the title compound (47 mg, 7% yield). 
'H NMR (DMSO-d 6 ) 8 13.4 (br s, 1H), 8.6 (s, 1H), 8.0 (m, 3H), 7.6 (m, 1^7.4 (t, 2H), 
3.6-3.8 (m, 2H), 3.4 (m, 2H), 3.2 (d, 1H), 2.4 (m, 2H), 2.0 (s, 4H)H, ES-MS (m/z) 393 
[M+l]+. 



30 

EXAMPLE 284 



SYNTHESIS OF l-ACETYL-4-({5-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)](4H- 

1 ,2,4-TRIAZOL-3-YL)}METHYL)PIPERAZINE 
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(DMSO-d„) 6 13.S (s, 1H), 8.7-8.8 (m, 2H), 8.0 (d, 1H), 7.6-7.8 (m, 4H), 7.3-7.5 (m, 2H), 
3.2 (m, 2H), 2.0 (m, 1H), 1 .0 (d, 6H), ES-MS (m/z) 334 [M+l]+. 

EXAMPLE 282 

SYNTHESIS OF (3-BENZO[D]FURAN-2-YL(lH-INDAZOL-5-YL))-N- 

METHYLC ARB OX AMIDE 




A ( , 3-Benzofdlfuran-2-vlflH-inda2ol-5-vl')VN-methvIcarboxamide 

The title compound was prepared as described in Example 277 using of 
3-benzo[d]furan-2-yl-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carboxylic acid (300 mg, 
0.82 mmol), O-benzotriazol-l-yl-N.N.N'^'-tetramethyluronium hexafluorophosphate (341 
mg, 0.9 mmol) and methylamine (45 mL, 0.9 mmol); (15 mg, 6% yield). RT 7.164 20-100% 
ODS at lmL/min method, ES-MS (m/z) 292 [M+l] + . 



25 



EXAMPLE 283 

SYNTHESIS OF l-({5-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]-4H-l,2,4- 

TRlAZOL-3-YL}METHYL)PIPERIDIN-4-OL 
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A. N-Amino-2-(4-hvdroxvpiperidvl'>acetairiide 
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The title compound was prepared as described in Example 277 using of 



3-benzo[d]furan-2-yl-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carboxylic acid (250 mg, 0.7 
mmol), 0-Berizotriazol-l-yl-N,N,N , ,N , -tetramethyluromum hexafluorophosphate (292 mg, 
15 0.77 mmol) and 3-dimethylaminopropyl amine (176 uL, 1.4 mmol); (87 mg, 34% yield). *H 
NMR (DMSO-d 6 ) 5 13.8 (s, 1H), (8.7-8.8 (m, 2H), 8.0 (d, 1H), 7.6-7.8 (m, 4H), 7.3-7.5 (m, 
2H), 2.3 (s, 2H), 1 .75 (m, 2H), ES-MS (m/z) 363 [M+l ]+. 

EXAMPLE 281 

20 SYNTHESIS OF (3-BENZO[D]FURAN-2-YL(lH-INDAZOL-5-YL))-N-(2- 

METHYLPROPYL)CARBOXAMIDE 



25 



30 




The title compound was prepared as described in Example 277 using of 
3-benzo[d]furan-2-yl-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carboxylic acid (200 mg, 
0.55 mmol), 0-benzotriazol-l-yl-N,N,N , ^SP-tetramethyluronium hexafluorophosphate (231 
35 mg, 0.61 mmol) and isobutylamine (60 uL, 0.61 mmol); (71 mg, 19% yield). 'H NMR 
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H 3 C 




A. (3-Benzo r d1fturan-2-vl(lH-indazol-5-vl)yN^^ 

The title compound was prepared as described in Example 277 using of 
3-benzo[d]furan-2-yl-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carboxylic acid (210 mg, 
20 0.58 mmol), 0-benzotriazol-l-yl-N,N,N , ,N'-tetramethylnronium hexafluorophosphate (242 
mg, 0.63 mmol) and 4-dimethylaminobutyl amine (139 mg, 1.2 mmol); (67 mg, 30% yield). 
l H NMR (DMSO-d 6 ) 5 13.8 (s, 1H), 8.7 (m, 2H), 8.0 (d, 1H), 7.6-7.8 (m, 4H), 7.4 (m, 2H), 
3.3-3.6 (m, 4H), 2.3 (s, 6H), ES-MS (m/z) 377 [M+l] + . 
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EXAMPLE 280 

SYNTHESIS OF (3-BENZO[D]FURAN-2-YL(lH-INDAZOL-5-YL))-N-[3 

(DIMETHYL AMINO)PROPYL]CARBOXAMIDE 
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nnnol). After stirring for 4 hours the solvent was removed and the m , - , 

with ethyl acetate anH ih. . removed and the matenal was extracted 

«yi acetate, and the extracts were washed with lMnn,4 
sodium carbonic Th^ • , saturated aqueous 

um caroonatc. The organic layer was dried filtered ^ 
was taken ;„ . ~ ' nitered ' 2X1(1 concentrated. The material 

wdb iaKen up m a solution of 4 >J wn ^; , *"*«i«a«aiai 

5 „ PH 7 :srnr fom r ™ e reacti ° n 

magnesium sulfate filtered anrf ™ - / rg3mC layer Was **» ^ 

°- ouh.hl, nuered, and concentrated. The cruH*. * 

semi-preprative HPLC Th. a Aecrude product was punfiedl>y 

, , - ecu*, ,,,, (m , 4H) , , 4 (m , ^ JSKSS S£ 2ST 1HX 
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EXAMPT P 978 

5 OF (3-BENZOrD]FURAN-2-YL(lH-INDAZOL-' 
(DIMETHYLAM1NO)ETHYL]CARBOXAMIDe' 




35 



mg, 0.77 m , ^ N N . dime ™' N M^m. (292 

; iu iN,iN dimethyl ethylene diamine ("153 U T. i 4 mT »«n 

yield). 'H NMR (DMSO-d 6 ) 8 13 8 fs im 8 7 r 1 . * ^ mg ' 37% 

(m, 2H), 3.3-3.6 (m, 4H ) 2 3 (s H) ES MS U " 7 - 6 " 7 - 8 4H >> 7 4 

\ ' «A ^-J is, oti), ES-MS (m/z) 349 [M+1J+. 

EXAMPI.F 770 
S ^™W.B BfGOP]PURAN . 2 . YL(1H . 1NDAZO 

(DlM E 7HyLAM IN 0)BUTYL ) CA R BOXAMIDE 
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( methvlethvDcarboxamide 

To solution oO-benzo[d]furan-2-yl-l-pe 
5-carboxylic acid (190 mg, 0.52 mraol) and l-(3-dimethylaminopropyl)-3-ethylcarboiixiide 
hydrochloride (109.3 mg, 0.57mmol) in dimethylformamide was added isopropylamine (48 
J jiL, 0.57 mmol) and the mixture allowed to stir under a nitrogen atmosphere for two days. 
An additional 2 equivalents of isopropylamine was added to the reaction and allowed to stir 
for another day. Solvent was removed and the reaction was extracted with ethyl acetate. 
The crude material was purified by preparative HPLC to yield the title compound (209 mg, 
81% yield). ES-MS (m/z) 404 [M+l]+. 



10 



15 



D. (3 -Benzofdl furan-2-vl( 1 H-indazol-5-vl»N-( methvlethyflcarboxamide 

(3-Benzo[d]fiiran-2-yl-l-perhy^ 
(methylethyl)carboxamide (170 mg, 0.41mmol) was taken up in a solution of 4 N HC1 in 
dioxane and allowed to stir overnight. The reaction was neutralized to pH 7 and extracted 
with ethyl acetate. The organic layer was dried, filtered, and concentrated to yield the crude 
material which was purified by semi-preprative HPLC to yield the title compound (9 mg, 7% 
yield). ] H NMR (DMSO-d 6 ) 5 13.8 (s, 1H), 8.7 (s, 1H), 8.4 (d, 1H), 8.0 (d, 1H), 7.6-7.8 
(m, 4H), 7.4 (m, 2H), 4.2 (m, 1H), 3.2 (d, 1H), 1.2 (d, 6H) 



20 



EXAMPLE 277 
SYNTHESIS OF (3-BENZO[D]FURAN-2-YU 

METH OXYETHYL) C ARB OXAMIDE 



25 



30 




A. 



(3-Benzord1fuira-2-vl(lH-mdazol-5^ 

To a solution of 3-benzo[d]furan-2-yH-perhydro-2H-pyran-2-yl- 
lH-indazole-5-carboxylic acid (218 mg, 0.60 mmol) in N,N-dimethylformamide was added 

35 

0-benzotriazol-l-yl-N,NJ>T,N-tetramethyluroniiim hexafluorophosphate (250 mg, 0.66 
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sodivim bicarbonate. This organic layer was dried with magnesium sulfate, filtered and 
concentrated to yield the title compound (192 mg, 23% yield). 'H NMR (CD 3 OD) 6 8.7 (s, 
1H), 8.0-8.1 (m, 3H), 7.7 (d, 1H), 7.25 (t, 2H), 4.5 (s, 2H), 3.0 (s, 6H), ES-MS (m/z) 337 
[M+l]+. 

5 

EXAMPLE 276 

SYNTHESIS OF (3-BENZO[D]FURAN-2-YL(lH-rNDAZOL-5-YL))-N- 

(METHYLETHYL)CARBOXAMIDE 

H 
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A. Ethvl3-benzord1furan-2-vl-l-perhvdro-2H-p\Tan-2-vl-lH-indazole-5-c arboxvlate 

A solution of ethyl 3-bromo-l-perhydro-2H-pyran-2-yl-lH-indazole- 
20 5-carboxylate (500 mg, 1.41 mmol), 2-benzofuran boronic acid (454 mg, 2.82 mmol), 
[l,l'-bis(diphenylphosphino)-ferrocene]dichloropalladium (IT) complex with 
dichloromethane(163 mg, 0.141 mmol), and potassium phosphate (1.5 g, 7.05 mmol) in 
ethylene glycol dimethyl ether (12 mL) was allowed to stir under a nitrogen atmosphere at 
90 °C overnight. The reaction was extracted with ethyl acetate and purified by silica gel 
25 chromatography to yield the title compound (2.0 g, 90% yield). ES-MS (m/z) 391 [M+l]+. 

B. 3 -Benzofdlfuran-2-vl- 1 -perhvdro-2H-Pvran-2-vl- 1 H-indazole-5-carboxvlic acid 

To a solution of emyl-3-benzo[d]furan-2-yl-l-perhydro-2H-pyran 
-2-yl-lH-indazole- 5-carboxylate (500 mg, 1.2 mmol) in a solution of teti^ydrofuran, 
30 methanol, and water (2:1:1) (4 mL) was added sodium hydroxide (200 mg, 5 mmol). The 
reaction was allowed to reflux overnight at 65 °C. The solution was neutralized with 1 N 
HC1 and extracted with ethyl acetate to yield the title compound (350 mg, 40 % yield). 
ES-MS (m/z) 363 [M+l]+. 

35 C. (3-Benzord1rin-an-2-vl-l-perhvdro-2H-Pvran-2-v 1(lH-indazol-5-vnVN^ 
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and the solution concentrated. The crude mixture was purified by preparative HPLC. The 
material was taken up in ethyl acetate and washed with aqueous sodium bicarbonate. The 
organic layer was dried with magnesium sulfate, filtered and concentrated to yield the title 
compound (0.022 g, 4.6% yield). 'H NMR (DMSO-d 6 ) 6 13.5 (s, 1H), 12.0 (s, 1H), 8.5 (s, 
5 1H), 8.0 (m, 3H), 7.7 (d, 1H), 7.4 (m, 2H), 6.1 (s, 2H), ES-MS (m/z) 295 [M+l]+. 

EXAMPLE 275 

SYNTHESIS OF {5-[3<4-FLUOROPHENYL)-lH-INDAZOL-5-YL3-4H-[ 1,2,4]- 

TRIAZOL-3-YLMETHYL} -DIMETHYL- AMINE 

10 



15 




2" A. N-Amino-2-(dimethvlaminolacetamide 

A solution of tert-butyl carbazate (376 mg, 2.86 mmol) and N,N-dimethyl 
glycine hydrochloride (400 mg, 2.86 mmol) in dichloromethane (-5 mL) was allowed to stir 
in a nitrogen environment at ambient temperature overnight. Solvent was removed. The 
material was taken up in ethanol and gaseous hydrochloric acid was bubbled into solution. A 
precipitate crashed out of solution that was collected and determined to be the desired 
product by NMR. (247 mg, 56% yield). l H NMR (DMSO-d 6 ) 4.1 (s, 2H), 2.9 (s, 6H) 

B. (543-(4-Fluoro-phenvlVm-md^ 
mine 

30 To a solution of ethoxy[3-(4-fluorophenyl)(lH-indazol-5-yl)]methanimine 

hydrochloride (200 mg, 0.62 mmol), N-amino-2-(dimethylamino)acetamide (147.5 mg, 0.95 
mmol), and molecular sieves in ethanol was added triethylamine (0.25 mL, 1.86 mmol). The 
reaction was allowed to stir under a nitrogen atmosphere at 75 °C overnight. The reaction 
was filtered using a fritted funnel and the filtrate was concentrated. This was purified by 

3 ^ semi-preprative HPLC. The material was taken up in ethyl acetate and washed with aqueous 
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10 




SYNTHESIS OF 5-[3-(4-FLUOROPHENYL> 1H -INDA Z OL-5-YLHH-l 2 4- 

TRIAZOLE-3-YL-AMINE 
,5 A ' i^min p fH4-fluoroph.nvnf,H-ind^u,..„ ) 1 ■^- r1nljlll 

C30mU was J/tTT ***** te,1 " bUtyl (0 79 «• 00 °° ™>0 in P*idine 

O^lT rt W-'H-ind.zo.e-S-ca.bony. chloride ( ,7g 

efty, ac«a,e. Some l-ac^l-S^fluoroptenyWH-indazo^^oxylic acid was isoj* 

u zr r toe was **" m equivaimi ° f «*^» - 

H3-d 1 methyla mul op ro p y l).3^ hylcarbodiimide hydrochll)ridc 

rI,L ft °° ° f °' 3% b — * - ^ fc^stir ovemTgh, 

» r r° ,ed With «- — — s^a.e,td 

concentrated. The matenal was purified by silica gel chromatography usina 2% mafl, ', 

riit :^r ft r precipite,ed ° m - 4 w * — - * *— ■ ™° — 

as dned to prov.de the title compound (0 . 9I& 56% ^ ^ ^ ^ 
30 a ^B -< 4 -I ? 'uprop ) , mY lviH,i llda ^,.^, H tT , 1 , 4 . M _,. 3 r , inifa| 

(440 m g , 6 ZnllT I' N -r iTOP ^ flU °~ )(IH - fateol - 5 -*]oa*oxa m ide 

Led Z£Z£Z£*T*T? ° 21m& " — » fa — was 

y ' ( °- 21mL - ' o^noO- The reaction was heated to reflux overnight The 

« Z 31X1 ** Cmde IBaCti0n ta hntano, with ^ 

Steves. The reaction was heated to reflux overnight. The tnolecnlar sieves were removed 
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B. N-(Y1 IOIndanvl¥3- i 1 -perhvdro-2H-pvran-2-vl-5-r 1 -rtriphenvlmethvnQ .2.4-triazol- 
3 - vDI ( 1 H-indazol-3 -V0 \ phen vPcarboxamide 

To a stirred solution of methyl 3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 - 
(triphenylmethyl)(l,2,4-triazol-3^^^ (0.600 g, 0.929 mmol) in a 

^ tetrahydrofiiran /water mixture (3.75 mL/1 .50 mL) was added lithium hydroxide 
monohydrate (0.1 17g, 2.79 mmol) and the mixture heated at 60°C for 21 h. To this mixture 
was added tetrahydrofiiran (2.00 mL), (RH-)-l- amino indane (0.358 mL, 2.79 mmol), 1- 
hydroxybenzotriazole hydrate (0.376 g, 2.79 mmol) and l-(3-dimethylaminopropyl)-3- 
ethylcarbodiimide hydrochloride (0.534 g, 2.79 mmol). This mixture was stirred for 18 h at 
*0 ambient temperature. After the mixture was extracted with ethyl acetate (2x), the combined 
organic extracts were washed with aqueous saturated sodium bicarbonate, followed by brine, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
flash chromatography with 30-60% ethyl acetate/hexanes gave the title compound (0.625 g, 
90% yield). ES-MS (m/z) 505 [M+1(-Tr)] + 

15 

C. r3-(5-aH-L2.4-triazol-5-vm benzene 

To a stirred solution of N-((lR)indanyl)(3-{l-perh^ 
(triphenylmethyl)(l,2,4-triazol-3-yl)](lH-indazol-3-yl)}phenyl^ (0.625 g, 0.837 

mmol) was added 4.0 M hydrochloric acid in dioxane (15.0 mL) and the mixture stirred at 
20 ambient temperature for 18 h. The mixture was cooled and poured into saturated sodium 
bicarbonate (50 mL). The aqueous layer was extracted with ethyl acetate. The combined 
organic extracts were washed with saturated sodium bicarbonate, dried over anhydrous 
sodium sulfate, filtered and evaporated. Addition of ethyl acetate (5 mL) initiated crystal 
growth and the ethyl acetate phase was pipetted off. The crystals were filtered. Purification 

or 

^° by preparative HPLC (30-80% acetonitrile/water) followed by washing with saturated 
sodium bicarbonate and extraction with ethyl acetate gave the title compound (0.1442 g, 
41% yield). 'H NMR (CD 3 OD) 6 8.81 (s, 1H), 8.57 (t, 1H), 8.24 (dt, 1H), 8.13 (br d, 1H), 
7.97 (dt, 1H), 7.70 (m, 2H), 7.37 (m, 1H), 7.28 (m, 1H), 7.22 (m, 2H), 5.69 (t, 1H), 3.09 
(m, 1H), 2.92 (m, 1H), 2.60 (m, 2H), 2.10 (m, 1H). ES-MS (m/z) 421 [M+l] + 

30 

EXAMPLE 274 



35 
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yl)]-lH-indazol-3-yl}phenol (0.654 g, 1.08 mmol). The mixture was stirred at ambient 
temperature for 23 h and poured into aqueous 6 N hydrochloric acid (30 raL). After stirring 
at ambient temperature for 4 h, the mixture was extracted with ether (3x). The aqueous 
fraction was added to aqueous 6 N sodium hydroxide (30 mL) and the pH adjusted to U. 
The solution was extracted with ethyl acetate (3x) and the organic fractions were combined 
and dried over anhydrous sodium sulfate, filtered and evaporated. Purification by preparative 
HPLC (5-70% acetonitrile/water) followed by washing with saturated sodium bicarbonate 
and extraction with ethyl acetate gave the title compound (0.248 g, 59% yield). *H NMR 
(CD 3 OD) 6 8.72 (m, 1H), 8.35 (s, 1H), 8.09 (m, 1H), 7.64 (m, 2H), 7.56 (s, 1H), 7.50 (m, 
1H), 7.04 (m, 1H), 4.26 (s, 2H), 2.87 (s, 2H), 2.62 (s, 4H), 1.65 (s, 4H), 1.50 (s, 2H). ES- 
MS (m/z) 389 [M+l] + 



15 



EXAMPLE 273 

SYNTHESIS OF [3-(5-(lH-U,4-TRIAZOL-5-YL)(lH-INDAZOL-3-YL))PHENYL]-N- 

( 1 R)IND ANYL BENZENE 



20 




A - Methyl 3- { 1 -perhvdro-2 H-Dvran-2-vl-5-r 1 -f triphenvlmethvlVl .2.4-triazol-3-vlVI- 

lH-indazol-3-vUbenzoate 

?5 „ 

To a stirred solution of 2- {3-bromo-5-[ 1 -(triphenylmethyl)(l ,2,4-triazol-3- 

yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 

was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.11 mmol), dichloro[l,l'- 

bis(diphenylphosphino) ferrocene]palladium (0.822 g, 1.01 mmol), and potassium phosphate 

(10.64 g, 50.1 inmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
30 . 

with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 
94% yield). >H NMR (CDC1 3 ) 6 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 

35 
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aqueous layer was extracted with ethyl acetate. The combined organic extracts were washed 
with saturated sodium bicarbonate, dried over anhydrous sodium sulfate, filtered and 
evaporated. Addition of ethyl acetate (5 mL) initiated crystal growth and the ethyl acetate 
phase was pipetted off. The crystals were filtered. Purification by preparative HPLC (3Q- 
5 80% acetonitrile/water) followed by washing with saturated sodium bicarbonate and 
extraction with ethyl acetate gave the title compound (0.0719 g, 31% yield). J HNMR 
(CD 3 OD) 6 S.S2 (m, 1H), 8.51 (t, 1H), 8.36 (s, 1H), 8.22 (dt, 1H), 8.14 (dd, 1H), 7.93 (dt, 
1H), 7.72 (dd, 1H), 7.67 (t, 1H), 3.59 (t, 2H), 2.65 (t, 2H), 2.35 (s, 6H). ES-MS (m/z) 376 
[M+l] + 

10 

EXAMPLE 272 
SYNTHESIS OF M5-(lH-l,2,4-TRIAZOI^5-YL)^^ 

PIPERID YLETHOXY) BENZENE 

15 




20 A. 3- ( 1 -perhvdro-2H-pyran-2-vl-5-r l-ftriphenvlmethvlV L2^triazol-3>vni-lH- 
indazol-3-vll phenol 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yI)]-lH-indazoyl}perhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 
was added 3 -hydroxy phenylboronic acid (1.81 g, 8.22 mmol), dichloro[l,l- 

25 bis(diphenylphosphino) ferrocene]palladium (0.447 g, 0.485 mmol), and potassium 

phosphate (5.7S g, 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
residue by column chromatography with 20-50% ethyl acetate/hexanes furnished the product 

30 (3.16 g, 96%, yield). ES-MS (m/z) 362 [M+1(-Tr)] + 



B. l-r5-(lH-L2.4-triazol-5-vlVlH-indazol-3-vm-3-f2-piperidvlethoxv^benzene . 

Triphenylphosphine (0.210 g, 0.801 mmol), tetrahydrofuran (0.62 mL), 1- 
piperidineethanol (0.683 mL, 5.14 mmol) and diethylazodicarboxylate (0.806 mL, 5.12 
mmol) were added to 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
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EXAMPLE 271 

SYNTHESIS OF [3-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-lNDAZOL-3-YL))PHENYL]-N- 

[2-(DIMETHYLAMIN 0)ETHYL]CARBOXAMIDE 




10 

mm . A StkrQd SOlUti ° n ° f ^^-^^-[l-CtriphenylmethylXl^^triazol-S- 

y^-lH-indazoyDperhydro^H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49 9 mL) 
was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.11 mmol), dichloro[l V- 
bisCdiphenylphosphmo) ferrocene]paUadium (0.822 g, 1 .01 nunol), and potassium phosphate 
(10.64 g, 50.1 nimol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with chchloromethane. The organic extracts were washed with saturated sodium bicarbonate 
^ dned over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by ' 
column chromatography with 20-7 5 o/ o ethyl acetate/hexanes furnished the product (6 05 R 
^eld). * NMR (CDC1 3 ) 6 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7 65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 

R f-3-(5-(lH-l ^^-triazol-S-vlVl H- indazol-3-vl^ ^yi^xT p 
(diniethvlamino^ethvl]^^^^,,^^^ 

me th IV, , . J° SOlUti ° n ° f methyI 3 - {1 - perh y dr °- 2H -P^-2-yl-5-[lKtriphenyl 

methyDd^tnazoW-yDJ-lH-indazol-S-yDbenzoate (0.400 g, 0.619 mmol) in a 
tetrahydrofuran/water mixture (2.50 mL/1.00 mL) was added lithium hydroxide 

^ monohydrate (0.0780 g, 1.86 mmol) and the mixture heated at 60°C for 21 h To this 
rmxture was added tetrahydrofuran (2.00 mL), N,N-dimethylaminoethyl amine (0 204 mL 
1.86 mmol), 1-hydroxybenzotriazole hydrate (0.251 g, 1.86 mmol) and l-(3- 
dimemylammopropyl)-3-ethylcarbodiimide hydrochloride (0.356 g, 1 .86mmol). This mixture 
was stirred for 1 8 h at ambient temperature. To this solution was added 6.0 M hydrochloric 

^ add m dxoxane (25.0 mL) and the mixture stirred at ambient temperature for 24 h The 
mixture was cooled and poured into saturated aqueous sodium bicarbonate (50 mL). The 
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dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 
94% yield). 'H NMR (CDC1 3 ) 8 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 



B - Isoindolin-2-vl 3-f l-perhvdro-2H-nvr an-2-vl-5-n -ftriphenvlmethvlVl .2.4-tria7:ol- 3- 
vlYlf 1 H-indazol-S-vD \ phenyl ketone 

To a stirred solution of methyl 3- { l-perhydro-2H-pyran-2-yl-5-[l- 
(triphenylmemyl)(l,2,4-triazol-3-yl)]-lH-indazol-3-yl}benzoate (0.400 g, 0.619 mmol) in a 

10 tetrahydrofuran /water mixture (2.50 mL/1.00 mL) was added lithium hydroxide 
monohydrate (0.0780 g, 1.86 mmol) and the mixture heated at 60 °C for 21 h. To this 
mixture was added tetrahydrofuran (2.00 mL), isoindoline (0.21 1 mL, 1.86 mmol), 1- 
hydroxybenzotriazole hydrate (0.251 g, 1.86 mmol) and l-(3-dimethylaminopropyl)-3- 
ethylcarbodiimide hydrochloride (0.356 g, 1 .86 mmol). This mixture was stirred for 1 8 h at 

15 ambient temperature. After the mixture was extracted with ethyl acetate (2x), the combined 
organic extracts were washed with aqueous saturated sodium bicarbonate, followed by brine, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
flash chromatography with 30-70% ethyl acetate/hexanes gave the title compound (0.240 g, 
53% yield). ES-MS (m/z) 491 [M+1(-Tr)] + 

20 

c - r3-(5-(lH-1.2.4-Tria2ol -5-vlVlH-indazol-3-vl^phenvl-isoindolin-2-vl ketone 

To a stirred solution of isoindolin-2-yl 3-{l-perhydro-2H-pyran-2-yl-5-[l- 
(triphenylmethyl)(l,2,4-triazol-3-yl)](lH-indazol-3-yl)}phenyl ketone (0.240 g, 0.327 mmol) 
was added 4.0 M hydrochloric acid in dioxane (10.0 mL) and the mixture stirred at ambient 
temperature for 20 h. The mixture was cooled and poured into saturated sodium bicarbonate 
(50 mL). The aqueous layer was extracted with ethyl acetate. The combined organic extracts 
were washed with saturated sodium bicarbonate, dried over anhydrous sodium sulfate, 
filtered and evaporated. Addition of ethyl acetate (5 mL) initiated crystal growth and the 
ethyl acetate phase was pipetted off. The crystals were filtered. Purification by preparative 
HPLC (30-80% acetonitrile/water) followed by washing with saturated sodium bicarbonate 
and extraction with ethyl acetate gave the title compound (0.0458 g, 34% yield). 'H NMR 
(CD 3 OD) 8 8.74 (s, 1H), 8.50 (br s, 1H), 8.23 (s, 1H), 8.19 (m, 1H), 8.10 (br s, 1H), 7.68 
(m, 3H), 7.37 (d, 1H), 7.26 (m, 3H), 5.00 (s, 2H), 4.93 (s, 2H). ES-MS (m/z) 407 [M+l] + 

35 
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Purification of the residue by flash chromatography with 30-60% ethyl acetate/hexanes gave 
the title compound (0.368 g, 81% yield). ES-MS (m/z) 493 [M+1(-Tr)] + 

C. r3-(5-nH-K2.4-Triazol-5-viy^ 
^ phenvlethvPcarboxamide 

To a stirred solution of (0.368 g, 0.501 mmol) was added 4.0 M hydrochloric 
acid in dioxane (10.0 mL) and the mixture stirred at ambient temperature for 16 h. The 
mixture was cooled and poured into saturated sodium bicarbonate (50 mL). The aqueous 
layer was extracted with ethyl acetate. The combined organic extracts were washed with 

^ saturated aqueous sodium bicarbonate, dried over anhydrous sodium sulfate, filtered and 
evaporated. Addition of ethyl acetate (5 mL) initiated crystal growth and the ethyl acetate 
phase was pipetted off. The crystals were filtered. Purification by preparative HPLC (30- 
80% acetonitrile/water) followed by washing with saturated sodium bicarbonate and 
extraction with ethyl acetate gave the title compound (0.0884 g, 43% yield). *H NMR 

15 (CD 3 OD) 6 8.80 (s, 1H), 8.51 (s, 1H), 8.23 (d, 1H), 8.12 (br d, 1H), 7.93 (d, 1H), 7.69 (q, 
2H), 7.46 (d, 2H), 7.35 (t, 2H), 7.51 (t, 1H), 5.28 (q, 1H), 1.59 (d, 3H). ES-MS (m/z) 409 
[M+l] + 

EXAMPLE 270 
20 SYNTHESIS OF [3-(5-(lH-l,2,4-TRIAZOL- 

ISOINDOLIN-2-YL KETONE 



25 




A. Methyl 3-(l-perhvdro-2H-p\ran-2-y^ 
1 H-indazo 1 -3 - vl ) benzoate 

30 To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 

yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 
was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.11 mmol), dichloro[l,r- 
bis(diphenylphosphino) ferrocene]palladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 

35 with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
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EXAMPLE 269 

SYNTHESIS OF l-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3-YL))-3-(2- 

PIPERIDYLETHOXY) BENZENE 




A. Methyl 3- ( 1 -Perhvdro-2H-pvran-2-v1 -5-ri-ftriphenvlmethvl¥1 .2.4-triazol-3-vni- 
lH-indazol-3-vl ) bcnzoate 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l > 2,4-triazol-3- 
yl)]-lH-inda2oyl}pcrhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 
was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.1 1 mmol), dichloro[l,l *- 

1 < 

bis(diphenylphosphino) ferrocene]palladium (0.822 g, 1 .01 mmol), and potassium phosphate 
(10.64 g, 50. 1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6:05 g, 
20 94% yield). 'H NMR (CDC1 3 ) 6 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 



25 



30 



35 



B - N-((lS>-l-phcnvlethvl¥3 -n-perhvdro-2H-pwan-2-vl-5-ri-ftriphenvlmethvn 
f 1.2.4-triazol-3-v1 W 1 H -indazol-3-vmphenvncarboxamide 

To a stirred solution of methyl 3-{l-perhydro-2H-pyran-2-yl-5-[l- 
(triphenylmethyl)(1.2,4-triazol-3-yl)]-lH-indazol-3-yl}benzoate (0.400 g, 0.619 mmol) in a 
tetrahydrofuran /water mixture (2.50 mL/1 .00 mL) was added lithium hydroxide 
monohydrate (0.07S0 g, 1 .86 mmol) and the mixture heated at 60°C for 21 h. To this 
mixture was added tetrahydrofuran (2.00 mL), (S)-(-)-a-memylbenzylamine (0.240 mL, 1.86 
mmol), 1-hydroxybenzotriazole hydrate (0.25 1 g, 1 .86 mmol) and l-(3- 
dime%laminopropyl)-3-emylcarbod^imide hydrochloride (0.356 g, 1.86 mmol). This mixture 
was stirred for 1 8 h at ambient temperature. After the mixture was extracted with ethyl 
acetate (2x), the combined organic extracts were washed with aqueous saturated sodium 
bicarbonate, followed by brine, dried over anhydrous sodium sulfate, filtered and evaporated. 
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; <* «* 7.58 (t , 1H) , ,33 fc 10H) , S^^™ ( S 5 * 1H >" - 

» 0 lefrabydnommn /water ^ « «~ <0.400 6 0.„,9 mmol, ta . 
monohydrate (0 0780 a. 1 sT n > WM **" aflliuIn ^ dr ™<"« 

15 — for 18 h a, ambient temperaMre ( °- 356 & 186 mmol >- ™» 

— . (2x), .he combined organi^x^ „ " l "~ 4 -* 

bicarbonate, Mowed by bZ « J 7* "* — « 

2o *. «. compound (0 . 393 g , S6% ^ BsS^^y-**-- - 

C - J3-f5-nTT-1 9 4 Trh~n1 * „TVirr • j 

* .« r waa j* ;.; ^« Tzzszrzr*** 

stirred at ambient temperature for l« t • '""^('O-O^sndthemixture 
sodium bicarbonate (50 ^ 1 ! WK md *»- ** saturated 

combine* o rg ani c ex^^TT f ~ ^ 
hydrous aclm, su^ZT rt ~ *" ~ 

-crystal « md me^^X^r T * ' "> ^ 
Purification bypreparative HPLC nn an., Were filterei 

— - sodin: bU^^i^ foiiowed * — 

0* d, 1H)> 7.93 (d, ,H>, ,70 (m, 2H) 7 47 , ™ ^ , * 8 23 (d * ^ 813 
35 >H), 1.59 (d, 3H). ES-MS (m/1) 4oW ^ ^ ^ (m ' IH >" 5 28 * . 
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flash chromatography with 40-100% ethyl acetate/hexanes gave the title compound (0.334 g, 
78% yield). ES-MS (m/z) 445 [M+1(-Tr)] + 

C. r3-f5-aH-L2.4-Triazoi-5-^ 
5 To a stirred solution of N-(tert-butyl)(3-{l-perhydro-2H-^ 

(triphenylmethyl)(l,2,4-triazol-3-yl)](lH-indazol-3-yl)}phenyl) (0:334 g, 0.486 

mmol) was added 4.0 M hydrochloric acid in dioxane (10.0 mL) and the mixture was stirred 
at ambient temperature for 20 h. The mixture was cooled and poured into saturated aqueous 
sodium bicarbonate (50 mL). The aqueous layer was extracted with ethyl acetate. The 

*® combined organic extracts were washed with saturated sodium bicarbonate, dried over 
anhydrous sodium sulfate, filtered and evaporated. Addition of ethyl acetate (5 mL) initiated 
crystal growth and the ethyl acetate phase was pipetted off. The crystals were filtered. 
Purification by preparative HPLC (30-80% acetonitrile/water) followed by washing with 
saturated sodium bicarbonate and extraction with ethyl acetate gave the title compound 

15 (0.0964 g, 55% yield). ! H NMR (CD 3 OD) 6 8.77 (ra, 1H), 8.37 (m, 1H), 8.35 (br s, 1H), 
8.16 (d, 1H), 8.11 (d, 1H), 7.82 (d, 1H), 7.69 (d, 1H), 7.64 (t, 1H), 1.51 (s, 9H)- ES-MS 
(m/z) 361 [M+l] + 

EXAMPLE 268 
20 SYNTHESIS OF [3-(5-(lH-l,2,4-TIUAZO^ 

(( 1 R)- 1 -PHENYLETHYL)C ARB OXAMIDE 




25 VNH K^> CH3 

O 

A. Methyl 3- ( l-perhvdro-2H-pwan-2-vl-5- 
1 H-indazol-3 - vl > benzoate 

^® To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 

yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 
was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.11 mmol), dichloro[l,r- 
bis(diphenylphosphino)ferrocene]palladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 

3 5 with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
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EXAMPLE 767 

SYNTHESIS OF [3<5KlH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3-YL))PHENYL]-N. 

(TERT-BUTYL)CARBOXAMIDE 




10 A. 



Methyl S-fl-perhydro^H-pyran^-vl-S-n-rtrip h^ yimethvlVl ? 4.^1.^,^ 
lH-indazol-3-vUbenzoate 

To a stirred solution of 2-{3-bromo-54l-(triphenylrnethyl)(l,2,4-tria 2 ol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 
was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.11 mmol), dichloro[l,l'- 
bis(diphenylphosphino) ferrocene] P alladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by ' 
column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6 05 g 
94o/o yield). >H NMR (CDC1 3 ) 6 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H) 7 65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 

B - N-(tert-Buty1)Q-{ l-perh V dro-2H-pyn,n-2-v1-5-n -r^ r ^ nv i methv nn 7 

vmriH-indaz ol-3-vmp heTlvncarbnv a TT.i-H f > 
25 ' 

To a stirred solution of methyl 3-{l-perhydro-2H-pyran-2-yl-5-[l- 

(triphenylmethyl) (l,2,4-triazol-3-yl)]-lH-indazol-3-yl}benzoate (0.400 g, 0.619 mmol) in a 
tetrahydrofuran /water mixture (2.50 mL/1 .00 mL) was added lithium hydroxide 
monohydrate (0.0780 g, 1.86 mmol) and the mixture heated at 60°C for 21 h. To this 
mixture was added tetrahydrofuran (2.00 mL), tert-butylamine (0.195 mL, 1.86 mmol), 1- 
hydroxybenzotriazole hydrate (0.251 g, 1.86 mmol) and l-(3-dimethylamino P ropyl)-3- 
ethylcarbodiimide hydrochloride (0.356 g, 1 .86 mmol). This mixture was stirred for 1 8 h at 
ambient temperature. After the mixture was extracted with ethyl acetate (2x), the combined 
organic extracts were washed with aqueous saturated sodium bicarbonate, followed by brine 
dned over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by ' 



-252- 



0210137A3JA> 



WO 02/010137 PCT/U SO 1/23890 

with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 
94% yield). *H NMR (CDC1 3 ) 6 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
5 (d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 

B. N-( 1 -methyl- 1 -phenvlethviy 3- f 1 -perhvdro-2H-pvran-2-vl-5-r 1 - 
(taphenvlmethvl)(1.2.4-triazol-3-^ 

To a stirred solution of methyl 3-{l-perhydro-2H-pyran-2-yl-5-[l- 
10 (triphenylmethyl) (l,2,4-triazol-3-yl)]-lH-indazol-3-yl}benzoate (0.400 g, 0.619 mmol) in a 
tetrahydrofuran /water mixture (2.50 mL/1.00 mL) was added lithium hydroxide 
monohydrate (0.0780 g, 1.86 mmol) and the mixture heated at 60°C for 21 h. To this 
mixture was added tetrahydrofuran (2.00 mL), cumylamine (0.270 mL, 1.86 mmol), 1- 
hydroxybenzotriazole hydrate (0.251 g, 1.86 mmol) and l-(3-dimethylaminopropyl)-3- 
" ethylcarbodiimide hydrochloride (0.356 g, 1.86 mmol) This mixture was stirred for 18 h at 
ambient temperature. After the mixture was extracted with ethyl acetate (2x), the combined 
organic extracts were washed with aqueous saturated sodium bicarbonate, followed by brine, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
flash chromatography with 40-100% ethyl acetate/hexanes gave the title compound (0.376 g, 
20 81% yield). ES-MS (m/z) 507 [M+1(-Tr)] + 

C. r3-r5-flH-L2.4-Triazol-5-^^ 
phenvlethvDcarboxamide 

To a stirred solution of (0.376 g, 0.502 mmol) was added 4.0 M hydrochloric 
^ acid in dioxane (10.0 mL) and the mixture stirred at ambient temperature for 20 h. The 
mixture was cooled and poured into saturated aqueous sodium bicarbonate (50 mL). The 
aqueous layer was extracted with ethyl acetate. The combined organic extracts were washed 
with saturated sodium bicarbonate, dried over anhydrous sodium sulfate, filtered and 
evaporated. Addition of ethyl acetate (5 mL) initiated crystal growth and the ethyl acetate 

OA 

JV phase was pipetted off. The crystals were filtered. Purification by preparative HPLC (30- 
80% acetonitrile/water) followed by washing with saturated aqueous sodium bicarbonate and 
extraction with ethyl acetate gave the title compound (0.0686 g, 32% yield). l H NMR 
(CD 3 OD) 5 8.77 (m, 1H), 8.43 (t, 1H), 8.21 (dt, 1H), 8.12 (d, 1H), 7.88 (d, 1H), 7.68 (m, 
2H), 7.48 (m, 2H), 7.31 (m, 2H), 7.20 (m, 1H), 1.80 (s, 6H). ES-MS (m/z) 423 [M+l] + 

35 
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Purification of the residue by flash chromatography with 40-100% ethyl acetate/hexanes 
gave the title compound (0.339 g, 72% yield). ES-MS (m/z) 521 [M+1(-Tr)] + 

C. [HHlHzl^4£Iri^ 
^ hvdroxyindanvDcarboxamide 

To a stiired solution of N-((lR,2S)-2-hydroxyindanyl)(3~{l-perhydro-2H- 
pyran-2-yl-5-[ 1 -(triphenyl methyl)(l ,2,4-triazol-3-yl)]( lH-indazol-3-yl)}phenyl)carboxamide 
(0.339 g, 0.444 mmol) was added 4.0 M hydrochloric acid in dioxane (10.0 mL) and the 
mixture stirred at ambient temperature for 20 h. The mixture was cooled and poured into 

10 saturated sodium bicarbonate (50 mL). The aqueous layer was extracted with ethyl acetate. 
The combined organic extracts were washed with saturated sodium bicarbonate, dried over 
anhydrous sodium sulfate, filtered and evaporated. Addition of ethyl acetate (5 mL) initiated 
crystal growth and the ethyl acetate phase was pipetted off. The crystals were filtered. 
Purification by preparative HPLC (30-80% acetonitrile/water) followed by washing with 

1 5 saturated sodium bicarbonate and extraction with ethyl acetate gave the title compound 
(0.0440 g, 23% yield). 'H NMR (CD 3 OD) 6 8.82 (s, 1H), 8.58 (s, 1H), 8.24 (d, 1H), 8.12 
(d, 1H), 8.00 (d, 1H), 7.70 (t, 2H), 7.37 (d, 1H), 7.27 (m, 3H), 5.63 (d, 1H), 4.74 (m, 1H), 
3.26 (dd, 1H), 3.05 (dt, 1H). ES-MS (m/z) 437 [M+l] + 

20 EXAMPLE 266 

SYNTHESIS OF [3-(5-(lH-l,2,4-TRIAZO^^ 

( 1 -METHYL- 1 -PHENYLETHYL)C ARBOXAMIDE 



25 




h C3 

H 3 C CH 3 
O 

A. Methyl 3-1 l-perhvdro-2H-pwan-2-vl-5^ 
3® lH-indazol-3-vl)benzoate 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 
was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.11 mmol), dichloro[l,l'- 
bis(diphenylphosphino) ferrocene]palladium (0.822 g, 1.01 mmol), and potassium phosphate 

Of * 

(1 0.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
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EXAMPLE 265 
SYNTHESIS OF [3<5-(lH-l,2,4-TRIAZ^^ 

((2SJR)-2-HYDROXYINDANYL)CARBOXAMIDE 

H 



5 




10 

A. Methvl 3- 1 1 -perhvdro-2H-pvran-2-vl-5-r 1 -( trinhenvlmethvW 1 .2.4-triazol-3-vW- 
1 H-indazol-3-vl I b enzoate 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 

15 was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.1 1 mmol), dichloro[l,r- 

bis(diphenylphosphino) ferrocenejpalladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 

2 ^ column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 
94% yield). 'H NMR (CDC1 3 ) 6 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H) ? 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 

B. N-( (1R.2S V2-Hvdroxvindanvl¥3- ( 1 -perhvdro-2H-pvran-2-vl-5-r 1 - 
25 (triphenvlmethvl¥ 1 .2.4-triazol-3-vni(lH-indazol-3-vniphenvncarboxamide 

To a stirred solution of methyl 3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 - 
(triphenylmethyl)(l,2,4-triazol^ (0.400 g, 0.619 mmol) in a 

tetrahydrofuran /water mixture (2.50 mL/1 .00 mL) was added lithium hydroxide 
monohydrate (0.0780 g, 1.86 mmol) and the mixture heated at 60°C for 21 h. To this 

30 mixture was added tetrahydrofuran (2.00 mL), (lR,2S)-(4-)-cis-l-amino-2-indanol (0.277 g, 
1.86 mmol), 1-hydroxybenzotriazole hydrate (0.251 g, 1.86 mmol) and l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.356 g, 1.86 mmol). This mixture 
was stirred for 1 8 h at ambient temperature. After the mixture was extracted with ethyl 
acetate (2x), the combined organic extracts were washed with aqueous saturated sodium 

3$ bicarbonate, followed by brine, dried over anhydrous sodium sulfate, filtered and evaporated. 
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To a stirred solution of methyl 3- {l-perhydro-2H-pyran-2-yl-5-[l- 
(triphenylmethyl) (l,2,4-triazol-3-yl)]-lH-indazol-3-yl}benzoate (0.400 g, 0.619 mmol) in a 
tetrahydrofuran /water mixture (2.50 mL/1 ; 00 mL) was added lithium hydroxide 
monohydrate (0.0780 g, 1 .86 mmol) and the mixture heated at 60°C for 21h. To this mixture 
5 was added tetrahydrofuran (2.00 mL), (lS,2R)-(-)-cis-l-arnino-2-indanol (0.277 g, 1.86 
mmol), 1-hydroxybenzotriazole hydrate (0.251 g, 1.86 mmol) and l-(3- 
dimemylammopropyl)-3-emylcarbodiimide hydrochloride (0.356 g, 1.86 mmol). This mixture 
was stirred for 1 8 h at ambient temperature. After the mixture was extracted with ethyl 
acetate (2x), the combined organic extracts were washed with aqueous saturated sodium 
10 bicarbonate, followed by brine, dried over anhydrous sodium sulfate, filtered and evaporated. 
Purification of the residue by flash chromatography with 40-100% ethyl acetate/hexanes 
gave the title compound (0.342 g, 72% yield). ES-MS (m/z) 521 [M+1(-Tr)] + 

C rS-fS-flH-l ^^-triazol-S-viyiH-indazol-S-vmDhenvll-N-rflS^R^^- 
1 J hvdroxvindanvltoarboxamide 

To a stirred solution of N-((lS,2R)-2-hydroxyindanyl)(3-{l-perhydro-2H- 
pyran-2-yl-5 -[ 1 -(triphenyl memyl)( 1 ,2,^ 

(0.342 g, 0.448 mmol) was added 4.0M hydrochloric acid in dioxane (1 0.0 mL) and the 
mixture stirred at ambient temperature for 20 h. The mixture was cooled and poured into 

20 

saturated sodium bicarbonate (50 mL). The aqueous layer was extracted with ethyl acetate. 
The combined organic extracts were washed with saturated sodium bicarbonate, dried over 
anhydrous sodium sulfate, filtered and evaporated. Addition of ethyl acetate (5 mL) initiated 
crystal growth and the ethyl acetate was pipetted off. The crystals were filtered. Purification 
by preparative HPLC (30-80% acetonitrile/water) followed by washing with saturated 
- sodium bicarbonate and extraction with ethyl acetate gave the title compound (0.0233 g, 
12% yield). 'HNMR (CD 3 OD) 6 8.82 (s, 1H), 8.58 (s, 1H), 8.24 (d, 1H), 8.12 (br d, 1H), 
8.00 (d, 1H), 7.01 (t, 2H), 7.37 (d, 1H), 7.30 (d, 1H), 7.24 (m, 2H), 5.63 (m, 1H), 4.74 (m, 
1H), 3.26 (m, 1H), 3.05 (1H). ES-MS (m/z) 437 [M+l] + 

30 



35 
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organic extracts were washed with saturated sodium bicarbonate, dried over anhydrous 
sodium sulfate, filtered and evaporated. Addition of ethyl acetate (5 mL) initiated crystal 
growth and the ethyl acetate phase was pipetted off. The crystals were filtered. Purification 
by preparative HPLC (30-80% acetonitrile/water) followed by washing with saturated 
5 sodium bicarbonate and extraction with ethyl acetate gave the title compound (0.0133 g, 9% 
yield). l U NMR (CD 3 OD) 6 8.81 (s, 1H), 8.54 (m, 1H), 8.39 (br s, 1H), 8.24 (d, 1H), 8.13 
(d, 1H), 7.96 (m, 1H), 7.70 (m, 2H), 7.37 (m, 1H), 7.27 (m, 1H), 7.22 (m, 2H), 5.70 (t, 1H), 
3.09 (m, 1H), 2.93 (m, 1H), 2.61 (m, 2H), 2.09 (m, 1H). ES-MS (m/z) 421 [M+lf 



10 



EXAMPLE 264 

SYNTHESIS OF [3-(5-(lH-l,2,4-TRIAZOL-5-Y^ 

((IS ,2R)-2-HYDROXYIND ANYL)C ARBOXAMIDE 



15 




20 

A. Methyl 3- n-perhvdro>2H-pvran-2>vl-5-ri-(triphenvlmethvnf 1.2.4-triazol-3-vlV|- 
1 H-indazol-3-vl ) benzoate 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 
25 was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.11 mmol), dichloro[l,l 

bis(diphenylphosphino) ferrocene]palladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 

OA 

JKJ column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 
94% yield). ! H NMR (CDC1 3 ) 8 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 

B. N-( ( 1 S.2RV2-hvdroxvindanvl Y3- ( 1 -perhvdro-2H-pvran-2-vl-5-r 1 -ftriphenvl 
35 methvl¥ 1 .2,4-triazol-3-vlVlf lH>indazol>3-vn)phenvncar boxamide 
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lH-indazo1-^-Yl}hf»Ti7r. ff t» 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49 9 mL) 
was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.11 mmol), dichlorofl 1'- 
bis(diphenylphosphino) ferrocene]palladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with d 1C hloromethane. The organic extracts were washed with saturated sodium bicarbonate 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by ' 
column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6 05 g 
94o/o yield). 'H NMR (CDC1 3 ) 6 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H) 7 65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 

15 B - N-((lS)Indan Y 1)n-{l-perhvdro-?H-nwan-2-vl-^-p- f ^ r ^ nvl mftthvnf1 , 1 
triazol^-vnifm-inH.^ i^.yn^he^^^^^^ 

To a stirred solution of methyl 3-{l-perhydro-2H-pyran-2-yl-5-[l- 
(tri P henylmemyl)(l,2^^ (0MQ & q.619 mmol) in a 

tetrahydrofuran /water mixture (2.50 mL/1 .00 mL) was added lithium hydroxide 
^monohydrate (0.0780 g, 1.86 mmol) and the mixture heated at 60 °C for 21 h Tothis • 
mixture was added tetrahydrofuran (2.00 mL), (S)-(+)-l-aminoindane (0.239 mL, 1 86 
mmol), 1-hydroxybenzotriazole hydrate (0.251 g, 1.86mmol)and l-(3- 
dimethylaminopropyl)-3-emylcarbodiimide hydrochloride (0.356 g, 1.86 mmol). This mixture 
was stirred for 18 h at ambient temperature. After the mixture was extracted with ethyl 
acetate (2x), the combined organic extracts were washed with aqueous saturated sodium 
bicarbonate, followed by brine, dried over anhydrous sodium sulfate, filtered and evaporated 
Purification of the residue by flash chromatography with 30-60% ethyl acetate/hexanes gave 
the title compound (0.277 g, 60% yield). ES-MS (m/z) 505 [M+1(-Tr)] + 

qft C * L 3-(5-(lH-1 , 2 , 4-Triazo1-5- v l)n H-ind a 7n1-^-v1 ^ D henv11-N-(( l Sjnidanyi; 
JU carboxamide 

To a stirred solution of N-((lS)indanyl)(3-{l-perhydro-2H- P yran-2-yl-5-[l- 
(tnphenyl memvl)(l,2,4-triazol-3^ (Q 2?? g Q ^ 

mmol) was added dioxane (4.0 mL) and aqueous 6 N hydrochloric acid (4.0 mL) and the 
^ mixture heated at 50°C for 5.5 h. The mixture was cooled and poured into saturated sodium 
bicarbonate (50 mL). The aqueous layer was extracted with ethyl acetate. The combined ' 
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dimethylanunopropyl)-3-e (0.356 g, 1.86 mmol). This mixture 

was stirred for 1 8 h at ambient temperature. After the mixture was extracted with ethyl 
acetate (2x), the combined organic extracts were washed with aqueous saturated sodium 
bicarbonate, followed by brine, dried over anhydrous sodium sulfate, filtered and evaporated. 
^ Purification of the residue by flash chromatography with 30-60% ethyl acetate/hexanes gave 
the title compound (0.292 g, 63% yield). ES-MS (m/z) 505 [M+1(-Tr)] + 

C. r3-(5-(lH-L2.4-Triazol-5-^ 
carboxamide 

10 To a stirred solution of N-((lR)indanyl)(3-{l-perhydr^ 

(triphenylmethyl)(l,2,4-t^ (0.292 g, 0.391 

mmol) was added dioxane (4.0 mL) and aqueous 6 N hydrochloric acid (4.0 mL) and the 
mixture heated at 60 °C for 18 h. The mixture was cooled and poured into saturated sodium 
bicarbonate (50 mL). The aqueous layer was extracted with ethyl acetate. The combined 

1^ organic extracts were washed with saturated aqueous sodium bicarbonate, dried over 

anhydrous sodium sulfate, filtered and evaporated. Addition of ethyl acetate (5 mL) initiated 
crystal growth and the ethyl acetate phase was pipetted off. The crystals were filtered. 
Purification by preparative HPLC (30-80% acetonitrile/water) followed by washing with 
saturated sodium bicarbonate and extraction with ethyl acetate gave the title compound 

20 (0.0150 g, 9% yield). ! H NMR (CD 3 OD) 6 8.80 (s, 1H), 8.55 (s, 1H), 8.23 (d, 1H), 8.13 (<L 
1H), 7.96 (dd, 1H), 7.70 (m, 2H), 7.36 (m, 1H), 7.28 (m, 1H), 7.23 (m, 2H), 5.67 (t, 1H), 
3.08 (m, 1H), 2.92 (m, 1H), 2.60 (m, 2H), 2.08 (m, 1H). ES-MS (m/z) 421 [M+l] + 

EXAMPLE 263 

25 SYNTHESIS OF [3-(5-(lH-l,2,4-TRIAZOL-5-YLX 

(( 1 S)IND ANYL)C ARBOXAMIDE 



30 




35 
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22% yield). 'H NMR (CD 3 OD) 6 8.79 (s, 1H), 8.50 (m, 1H), 8.21 (d, 1H), 8.13 (d, 1H), 
7.91 (d, 1H), 7.69 (m, 2H), 7.25 (m, 2H), 7.17 (m, 2H), 4.83 (m, 1H), 3.34 (dd, 2H), 3.07 
(dd, 2H). ES-MS (m/z) 42 1 [M+l ] + 



EXAMPLE 262 

SYNTHESIS OF [3-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3-YL))PHENYL]-N- 

(( 1 R)INDANYL)CARBOXAMIDE 



10 




N -NH 



15 



A. 



Methyl 3- ( 1 -nerhvdro-2H- pvran-2-vl-5-ri-(triphenv1methvnn .2 4-triazol-3-v1)-|- 
1 H-indazol-3-vl}benzoate 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 
was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.11 mmol), dichloro[l,l'- 

20 bis(diphenylphosphino) ferrocene]palladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with dichloromcthane. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 

25 94% yield). 'H NMR (CDC1 3 ) 6 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 



30 



B. 



N-(( 1 R)Indanvn(3- H -perhvdro-2H-nvran- 2-vl-5-r 1 -rtriphenvlmethvl)f 1 .2.4-tria7.o1- 
3-vlVlf 1 H-ind azol-3-vn}phenvr>carboxamide 

To a stirred solution of methyl 3-{l-perhydro-2H-pyran-2-yl-5-[l- 
(triphenylmethyl)(l,2,4-triazol-3-yl)]-lH-indazol-3-yl}benzoate (0.400 g, 0.619 mmol) in a 
tetrahydrofuran /water mixture (2.50 mL/1.00 mL) was added lithium hydroxide 
monohydrate (0.0780 g, 1.86 mmol) and the mixture heated at 60°C for 21 h. To this 
mixture was added tetrahydrofuran (2.00 mL), (R)-(-)-l-aminoindane (0.239 mL, 1.86 
35 mmol), 1-hydroxybenzotriazole hydrate (0.251 g, 1.86 mmol) and l-(3- 
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was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.11 mmol), dichloro[l,l'- 
bis(diphenylphosphino) ferrocene]palladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50. 1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
^ dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 
94% yield). 'H NMR (CDC1 3 ) 6 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 

10 B. N-Indan-2-vl(3- i 1 -perhvdro-2H-pwan-2-vl-5-n^ 
vlWlH-indazol-3-vD)phenvl^carboxainide 

To a stirred solution of methyl 3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 - 
(triphenylmethylXl,2,4-triazo^ (0.400 g, 0.619 mmol) in a 

tetrahydrofuran /water mixture (2.50 mL/1.00 mL) was added lithium hydroxide 

15 monohydrate (0.0780 g, 1 .86 mmol) and the mixture heated at 60°C for 21 h. To this 
mixture was added tetrahydrofuran (2.00 mL), 2-aminoindane (0.316 g, 1.86 mmol), 1- 
hydroxybenzotriazolc hydrate (0.251 g, 1.86 mmol) and l~(3-dimethylaminopropyl)-3- 
ethylcarbodiimide hydrochloride (0.356 g, 1.86 mmol). This mixture was stirred for 18 h at 
ambient temperature. After the mixture was extracted with ethyl acetate (2x), the combined 

- u organic extracts were washed with aqueous saturated sodium bicarbonate, followed by brine, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
flash chromatography with 30-60% ethyl acetate/hexanes gave the title compound (0.342 g, 
74% yield). ES-MS (m/z) 505 [M+1(-Tr)] + 

25 C. F3-( 5-( 1 H- 1 ,2 .4-Triazol-5-vl V 1 H-indazol-3-vmphenvl1-N-indan-2-vlcarboxamide 

To a stirred solution of N-indan-2-yl(3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 - 
(triphenylmethyl)(l,2,4-triazol-3-yl)](lH-indazol-3-yl)}phenyl)c^ (0.342 g, 0.458 

mmol) was added dioxane (4.0 mL) and aqueous 6 N hydrochloric acid (4.0 mL) and the 
mixture heated at 50°C for 5.5 h. The mixture was cooled and poured into saturated sodium 

DV bicarbonate (50 mL). The aqueous layer was extracted with ethyl acetate. The combined 
organic extracts were washed with saturated sodium bicarbonate, dried over anhydrous 
sodium sulfate, filtered and evaporated. Addition of ethyl acetate (5mL) initiated crystal 
growth and the ethyl acetate phase was pipetted off. The crystals were filtered. Purification 
by preparative HPLC (30-80% acetonitrile/water) followed by washing with saturated 

35 sodium bicarbonate and extraction with ethyl acetate gave the title compound (0.0414 g, 
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followed by brine, dried over anhydrous sodium sulfate, filtered and evaporated. Purification 
of the residue by flash chromatography with 30-60% ethyl acetate/hexanes gave the title 
compound (0.423 g, 86% yield). ES-MS (m/z) 497 [M+1(-Tr)] + 

5 C. □z£5 I qH z L2 a 4 I ^^ 

fluorophenvDmethvllcarboxamide 

To a stirred solution of N-[(4-fluorophenyl)methyl](3-{l-perhydro-2H-pyran- 
2-yl-5-[l-(triphenylmethyl) (l,2,4-triazol-3-yl)](lH-indazol-3-yl)}phenyl)carboxamide 
(0.423 g, 0.573 mmol) was added dioxane (4.0 mL) and aqueous 6 N hydrochloric acid (4.0 

10 mL) and the mixture heated at 50°C for 5.5 h. The mixture was cooled and poured into 
saturated sodium bicarbonate (50 mL). The aqueous layer was extracted with ethyl acetate. 
The combined organic extracts were washed with saturated sodium bicarbonate, dried over 
anhydrous sodium sulfate, filtered and evaporated. Addition of ethyl acetate (5 mL) initiated 
crystal growth and the ethyl acetate phase was pipetted off. The crystals were filtered. 

15 Purification by preparative HPLC (30-80% acetonitrile/water) followed by washing with 
saturated sodium bicarbonate and extraction with ethyl acetate gave the title compound 
(0.0723 g, 31% yield). ] H NMR (CD 3 OD) 5 8.78 (s, 1H), 8.49 (t, 1H), 8.22 (dt, 1H), 8.13 
(d, 1H), 7.94 (dt, 1H), 7.70 (d, 1H), 7.68 (t, 1H), 7.43 (m, 2H), 7.07 (m, 2H), 4.60 (s, 2H). 
ES-MS (m/z) 413 [M+l] + 

20 

EXAMPLE 261 
SYNTHESIS OF [3-(5-(lH-l,2,4-TRIAZOL 

INDAN-2-YLCARBOXAMIDE 

25 



30 




A. Methyl 3-(l-perhvdro-2H-Pvran-2-vl>5-ri-rtriphenvlmethvnf 1 ,2.4-triazol-3-vlVI- 
lH-indazol-3-vUbenzoate 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
35 yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 
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EXAMPLE 260 
SYNTHESIS OF [3-(5-(lH-l,2,4-TRIA^^ 

[(4-FLUOROPHENYL)METHYL]CARBOXAMIDE 



10 




A. Methyl 3-H -perhvdro-2H-pvran-2-vl-5-r 1 -ftriphenvlmethvlY 1 ,2,4-triazol-3-vni- 
1 H-indazol-3-vl ) benzoate 

To a stiired solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 

15 yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 
was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.11 mmol), dichloro[l,l'- 
bis(diphenylphosphino) ferrocene]palladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 

^ dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 
94% yield). l H NMR (CDC1 3 ) 6 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 

25 B. N-rf4-Fluorophenvnmethvl¥ 3- n-T3erhvdro-2H-pyran-2-vl-5-ri ■ 

ftriphenvlmethvlV 1 .2.4-triazol-3-yl)1(lH-inda2ol-3-vl^phenvncarboxamide 
To a stirred solution of methyl 3 - { 1 -perhydro-2H-pyran-2-yl-5 - [ 1 - 
(triphenylmethyl)(l,2,4-triazol-3-yl)]-lH-indazol-3-yl}benzoate (0.431 g, 0.667 mmol) in a 
tetrahydrofuran /water mixture (2.70 mL/1.62 mL) was added lithium hydroxide 

30 monohydrate (0.0840 g, 2.00 mmol) and the mixture heated at 60°C for 21 h. To this 

mixture was added tetrahydrofuran (2.00 mL), 4-fluorobenzylamine (0.212 mL, 1.86 mmol), 
1-hydroxybenzotriazole hydrate (0.251 g, 1.86 mmol) and l-(3-dimethylaminopropyl)-3- 
ethylcarbodiimide hydrochloride (0.356 g, 1.86 mmol). This reaction mixture was stirred for 
18 h at ambient temperature. The mixture was extracted with ethyl acetate (2x). The 

35 combined organic extracts were washed with aqueous saturated sodium bicarbonate, 
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was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.11 mmol), dichloro[l,l'- 
bis(diphenylphosphino) ferrocenejpalladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50. 1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
5 dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 
94% yield). 'H NMR (CDC1 3 ) 6 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H), 7.5S (t, 1 H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 



10 



B - Synthesis of r3-(5-( 1H-1 .2. 4-tria7.o1-5-v1VlH-mdazo1-3-vm P heriv1)-4-Tr. ft thYl 
piperaxinvl ketone 

To a stirred solution of methyl 3-{l-perhydro-2H-pyran-2-yl-5-[l- 
(triphenylmemyl)(l,2,4-triazol-3-yl)]-lH-indazol-3-yl}benzoate (0.800 g, 1.24 mmol) in a 
tetrahydrofuran/water mixture (5.0 mL/2.0 mL) was added lithium hydroxide monohydrate 
15 (0.156 g, 3.72 mmol) and the mixture heated at 52°C for 17 h. To this mixture was added 
tetrahydrofuran (4.0 mL), 1-hydroxybenzotriazole hydrate (0.502 g, 3.72 mmol) and N- 
methylpiperazinc (0.413 mL, 3.72 mmol) and this reaction mixture was stirred for 10 h at 
ambient temperature. Additional 1-hydroxybenzotriazole hydrate (0.356 g, 2.64 mmol) and 
N-methylpiperazine (0.206 mL, 1.86 mmol) were added and the mixture stirred for an 

20 

additional 63 h at ambient temperature. The mixture was poured into aqueous 6 N 
hydrochloric acid and the mixture stirred for 24 h at room temperature. The solids were 
removed by filtration and the filtrate was extracted with ether (2x). The aqueous layer was 
adjusted to pH 10 with aqueous 6 N sodium hydroxide and extracted with ethyl acetate. The 
organic extracts were dried over anhydrous sodium sulfate, filtered and evaporated. 
25 Purification by preparative HPLC (5-70% acetonitrile/water) followed by washing with 
saturated sodium bicarbonate and extraction with ethyl acetate gave the title compound 
(0.140 g). 'H NMR (CD 3 OD) 8 8.73 (s, 1H), 8.36 (s, 1H), 8.16 (dt, 1H), 8.10 (dd, 1H), 
8.06 (m, 1H), 7.6S (dd, 1H), 7.66 (t, 1H), 7.49 (dt, 1H), 3.83 (br s, 2H), 3.60 (br s, 2H), 
2.54 (br d, 4H), 2.34 (s, 3H). ES-MS (m/z) 388 [M+l] + 

30 



35 



■240- 
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sulfate, filtered and evaporated. Purification of the residue by flash chromatography with 5% 
methanol/ethyl acetate gave the title compound (0.242 g, 50% yield). ES-MS (m/z) 480 
[M+1(-Tr)] + 

5 C. Synthesis of r3-C5-(lH-l .2.4-triazol-5-vnriH-indazol-3-vn)phenvn-N-f3- 
pvridvlmethvDcarboxamide 

To a stirred solution of (3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 - 
(triphenylmemyl)(l,2,4-triazol-3-yl)](lH-mdazol-3-yl)}phenyl)-N-(3- 

pyridylmethyl)carboxamide (0.242 g, 0.335 mmol) was added dioxane (4.0 mL) and aqueous 
^6N hydrochloric acid (4.0 mL) and the mixture heated at 50°C for 4 h. The mixture was 
cooled and poured into aqueous saturated sodium bicarbonate (50 mL). The aqueous layer 
was extracted with ethyl acetate. The combined organic extracts were washed with saturated 
sodium bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated.-Addition 
of ethyl acetate (5 mL) initiated crystal growth and the ethyl acetate phase was pipetted off. 
The crystals were filtered. Purification by preparative HPLC (5-70% acetonitrile/water) 
followed by washing with saturated sodium bicarbonate and extraction with ethyl acetate 
gave the title compound (0.0230 g, 17% yield). 'H NMR (CD 3 OD) 8 8.79 (s, 1H), 8.60 (m, 
1H), 8.49 (m : 1H), 8.44 (dd, 1H), 8.22 (dt, 1H), 8.10 (d, 1H), 7.93 (m, 2H), 7.69 (m, 2H), 
7.43 (m, 1H), 4.67 (s, 1H). ES-MS (m/z) 396 [M+l] + 

20 

EXAMPLE 259 

SYNTHESIS OF [3-(5-(lH-l,2,4-TPvIAZOL-5-YL)(lH-INDAZOL-3-YL))PHENYL]-4- 

METHYL PIPERAZINYL KETONE 



25 



30 




A. Memvl3-n-perhvdro-2H-pvran-2-vl-5-ri-(triphenvlmethvl)fl.2.4-triazol-3-vl)1- 
lH-indazol-3-vUbenzoate 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 
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r 

EXAMPLE 258 
SYNTHESIS OF [3-(5-(l H-l,2,4-TRIZOL-5-YL)(lH-IN^^ 

PYRIDYLMETHYL)CARBOXAMIDE 




10 

A. Methyl 3-11 -perhvdro-2H-pvran-2-vl-5-r 1 -(triohenvlmethvlV 1 .2.4-triazol-3-vni- 
lH-indazol-3-vl)benzoate 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-tria2ol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 

15 was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.11 mmol), dichloro[l,l'- 

bis(diphenylphosphino) ferrocene]palladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 

xu column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 
94% yield). 'H NMR (CDC1 3 ) 6 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 

B. f 3- i 1 -Perh vdro-2H-Dvran-2-vl-5-r 1 -f triphenvlmethvl¥ 1 .2.4-triazol-3-vW ( 1 H- 
indazol-3-vinphenvl)-N-(3-pvridylmethvl)carboxamide 

To a stirred solution of methyl 3-{l-perhydro-2H-pyran-2-yl-5-[l- 
(triphenylmethyl) (l,2,4-triazol-3-yl)]-lH-indazol-3-yl}benzoate (0.431 g, 0.667 mmol) in a 
tetrahydrofuran/water mixture (2.70 mL/1 .62 mL) was added lithium hydroxide 
monohydrate (0.0840 g, 2.00 mmol) and the mixture heated at 60°C for 21 h. To this 
30 mixture was added tetrahydrofuran (2.00 mL), 3-pyridylmethylamine (0.189 mL, 1.86 
mmol), 1-hydroxybenzotriazole hydrate (0.251 g, 1.86 mmol) and l-(3- 
dimetiiylaininopropyl)-3-ethylcarbodiimide hydrochloride (0.356 g, 1.86 mmol). This 
reaction mixture was stirred for 67 h at ambient temperature. The mixture was extracted 
with ethyl acetate (2x). The combined organic extracts were washed with an aqueous 

or 

DD saturated solution of sodium bicarbonate, followed by brine, dried over anhydrous sodium 

-238- 



NSDOCID: <WO 0210137A3_IA> 



WO 02/010137 PCT/US01/23890 

♦ 

B. N-( Cvclop ropvlmethvl¥3- 1 1 -p erhvdro -2 H-r> vran-2 - vl - 5 - f 1 -(triphenvlmethvn 
(L2,4-tria2ol-3-vn¥lH-indazol-3-vniphenvncarboxamide 

To a stirred solution of methyl 3 - { 1 -perhydxo-2H-pyran-2-yl-5- [ 1 - 
(triphenylmethyl) (l,2,4-triazol-3-yl)]-lH-indazol-3-yl}benzoate (0.431 g, 0.667 mmol) in a 
5 tetrahydrofuran/water mixture (2.70 mL/1 .62 mL) was added lithium hydroxide 
monohydrate (0.0840 g, 2.00 mmol) and the mixture heated at 60 °C for 21 h. To this 
mixture was added tetrahydrofuran (2.00 mL), cyclopropylmethyl amine (0.161 mL, 1.86 
mmol), 1-hydroxybenzotriazole hydrate (0.251 g, 1.86 mmol) and l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.356 g, 1.86 mmol). This 

10 reaction mixture was stirred for 67 h at ambient temperature. The mixture was extracted 
with ethyl acetate (2x). The combined organic extracts were washed with an aqueous 
saturated solution of sodium bicarbonate, followed by brine, dried over anhydrous sodium 
sulfate, filtered and evaporated. Purification of the residue by flash chromatography with 40- 
100% ethyl acetate/hexanes gave the title compound (0.241 g, 53% yield). ES-MS (m/z) 443 

15 [M+1(-Tr)] + 

C. Synthesis of T3-( 5-( 1 H- 1 .2.4-triazol-5-vDf 1 H-indazol-3-vmphenvll-N- 
(cvclopropylmethvl)carboxamide 

To a stirred solution of N-(cyclopropylmethyl)(3-{l-perhydro-2H-pyran-2-yl- 
20 5-[l-(triphenylmethyl) (l,2,4-triazol^3-yl)](lH-indazol-3-yl)}phenyl)carboxamide (0.241 g, 
0.352 mmol) was added dioxane (4.0 mL) and aqueous 6 N hydrochloric acid (4.0 mL) and 
the mixture heated at 50°C for 4 h. The mixture was cooled and poured into aqueous 
saturated sodium bicarbonate (50 mL). The aqueous layer was extracted with ethyl acetate. 
The combined organic extracts were washed with saturated sodium bicarbonate, dried over 

25 

anhydrous sodium sulfate, filtered and evaporated. Addition of ethyl acetate (5 mL) initiated 
crystal growth and the ethyl acetate phase was pipetted off. The crystals were filtered. 
Purification by preparative HPLC (30-80% acetonitrile/water) gave the title compound 
(0.0682 g, 54% yield). l H NMR (CD 3 OD) 6 8.79 (s, 1H), 8.45 (m, 1H), 8.19 (dt, 1H), 8.1 1 
(d, 1H), 7.90 (dt, 1H), 7.69 (d, 1H), 7.66 (t, 1H), 3.30 (m, 2H), 1.18 (m, 1H), 0.55 (m, 2H), 
30 0.32 (m, 2H). ES-MS (m/z) 359 [M+l] + 



35 
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saturated sodium bicarbonate (50 mL). The aqueous layer was extracted with ethyl acetate. 
The combined organic extracts were washed with saturated sodium bicarbonate, dried over 
anhydrous sodium sulfate, filtered and evaporated. Addition of ethyl acetate (5 mL) initiated 
crystal growth and the ethyl acetate layer was pipetted off. Filtration of the crystals and 
washing with hexanes gave the title compound (0.0381 g, 21% yield). 'H NMR (CD 3 OD) 6 
8.80 (s, 1H), 8.60 (br t, 1H), 8.45 (t, 1H), 8.20 (dt, 1H), 8.12 (br d, 1H), 7.89 (dt, 1H), 7.70 
(d, 1H), 7.67 (t, 1H), 3.27 (s, 2H), 1 .01 (s, 9H). ES-MS (m/z) 375 [M+l] + 

EXAMPLE 257 

10 SYNTHESIS OF [3-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3-YL))PHENYL]-N- 

(CYCLOPROPYLMETHYL)CARBOXAMIDE 



15 




20 

A - Methyl 3- { 1 -perh V dro-2H-nvran-2-vl-5-n -/tri phenvlmethvnq .2.4-triazo1-3-y 1 )-| . 
1 H-indazol-3- vl ) benzoate 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 
was added 3-(carboxymethyl)phenyIboronic acid (2.72 g, 15.11 mmol), dichloro[l,l*- 

25 bis(diphenylphosphino) ferrocene]palladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by ' 
column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 

30 94% yield). 'H NMR (CDC1 3 ) 8 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 



35 
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A. Methvl 3^1-perhvfro-2H-pw^ 
lH-indazoI-3-vllbenzoate 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 
5 was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.11 mmol), dichloro[l,r~ 
bis(diphenylphosphino) ferrocene]palladium (0.822 g, 1.01 mmol), and potassium phosphate 
(10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
10 column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 
94% yield). 'H NMR (CDC1 3 ) 6 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 
(d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 

B. N-f 2.2-Dimethvlpropvttr3- ( 1 -perhvdro-2H-pvran-2-vl-5-r 1 -(triohenvl 
15 methvDf U2,4- triazol-3-vl)1(lH-indazol-3-vn>phenvDcarboxamide 

To a stirred solution of methyl 3- { 1 -perhydro-2H-pyran-2-yl-5- [ 1 - 
(mphenylmethyl)(l,2,4-triazoW (0.431 g, 0.667 mmol) in a 

tetrahydrofuran/water mixture (2.70 mL/1.62 mL) was added lithium hydroxide 
monohydrate (0.0840 g, 2.00 mmol) and the mixture heated at 60 °C for 21 h. To this 

20 mixture was added tetrahydrofuran (2.16 mL), 2,2-dimethylpropyl amine (0.174 g, 2.00 
mmol), 1-hydroxybenzotriazole hydrate (0.270 g, 2.00 mmol) and l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.384 g, 2.00 mmol). This 
reaction mixture was stirred for 67 h at ambient temperature. The mixture was extracted 
with ethyl acetate (2x). The combined organic extracts were washed with an aqueous 

— * saturated sodium bicarbonate solution, washed with brine, dried over anhydrous sodium 
sulfate, filtered and evaporated. Purification of the residue by flash chromatography with 40- 
60% ethyl acetate/hexanes gave the title compound (0.337 g, 72% yield). ES-MS (m/z) 459 
[M+1(-Tr)] + 

30 C. [HH 1 H- 1 ,2,4-Triazol-5-viV 1 H-indazol-3-vl^phenyll-N-f 2.2-dimethvl 
propvDcarboxamide 

To a stirred solution of N-(2,2-dimethylpropyl)(3-{l-perhydro-2H-pyrari-2- 
yl-5-[l-(triphenylmethyl)(l,2,4-triazol-3-yl)](lH-indazol-3-yl) (0.337 
g, 0.481 mmol) was added dioxane (4.0 mL) and aqueous 6 N hydrochloric acid (4.0 mL) 
35 and the mixture heated at 60 °C for 4 h. The mixture was cooled and poured into aqueous 
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■ 

A. 2-(3-r2-ChlorophenvlV^ 

indazolvUperhvdro-2H-pyran 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l ) 2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (0.400 g, 0.619 mmol) in dimethoxyethane (3.36 mL) 
5 was added 2-chlorophenylboronic acid (0.160 g, 1.02 mmol), dichloro[l,l'- 
bis(diphenylphosphino) ferrocene]palladium (0.0554 g, 0.068 mmol), and potassium 
phosphate (0.718 g, 3.38 mmol) and the mixture was heated at reflux for 60 h. The mixture 

■ 

was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
^residue by column chromatography with 30-40% ethyl acetate/hexanes furnished the product 
(0.327 g, 85% yield). ES-MS (m/z) 622 [M+l] + 

B. Synthesis of 5-r3-(2-chlorophenvlVlH-indazol-3-vn-lH-l .2.4-triazole 

To a stirred solution of 2-{3-(2-chlorophenyl)-5-[l-(triphenylmethyl)(l,2,4- 
15 triazol-3-yl)]-lH-indazolyl}perhydro-2H-pyran (0.328 g, 0.527 mmol) was added dioxane 
(10.0 mL) and aqueous 6 N hydrochloric acid (10.0 mL) and the mixture heated at 60°C for 
24 h. The mixture was cooled and aqueous 6 N sodium hydroxide (20 mL). Neutralization of 
the aqueous layer to pH 7 with aqueous 6 N hydrochloric acid followed by extraction with 
ethyl acetate, drying of the organic extracts over anhydrous sodium sulfate, filtration and 
20 evaporation gave crude product. Purification of the crude product by preparative HPLC (15- 
80% acetonitrile/water) followed by washing with saturated sodium bicarbonate and 
extraction with ethyl acetate gave the title compound (0.0388 g, 25% yield). *H NMR 
(CD 3 OD) 5 8.31 (s, 1H), 8.10 (d, 1H), 7.70 (d, 1H), 7.62 (m, 2H), 7.48 (m, 2H). ES-MS 
(m/z) 296 [M+l] + 

25 

EXAMPLE 256 
SYNTHESIS OF [3-(5-(lH-l,2,4-TRIAZOL- 

(2,2-DJMEHTYLPROPYL)CARBOXAMIDE 

H 



30 




O 

35 
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bis(diphenylphosphino) ferrocenejpalladium (0.447 g, 0.485 mmol), and potassium 
phosphate (5.78 g, 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
residue by column chromatography with 20-50% ethyl acetate/hexanes furnished the product 
(3. 1 6 g, 96% yield). ES-MS (m/z) 362 [M+l (-Tr)] + 



B. N-(243-(5-(lH>L2.4-Triazol-5-vl¥lH>indazol-3-vl)phenoxvlethvn acetamide 

Triphenylphosphine (0.694 g, 2.65 mmol), tetrahydrofuran (2.12 mL), 2-N- 
10 acetylaminoethanol (0.387 g, 2.65 mmol) and diethylazodicarboxylate (0.418 mL, 2.65 
mmol) were added to 3-{l-perhydro-2H-pyran-2-yl-5^ 

yl)]-lH-indazol-3-yl}phenol (0.400 g, 0.662 mmol). The mixture was stirred at ambient 
temperature for 24 h and poured into aqueous 6 N hydrochloric acid (25 mL). After stirring 
at ambient temperature for 4 h, the mixture was extracted with ether (3x). The aqueous 

15 fraction was added to aqueous 6 N sodium hydroxide (25 mL) and the pH adjusted to 1 1. 
The solution was extracted with ethyl acetate (3x) and the organic fractions were combined 
and dried over anhydrous sodium sulfate, filtered and evaporated. The residue was purified 
by flash chromatography on silica pretreated with 2% triethylamine/ethyl acetate followed by 
5-10% methanol/ethyl acetate elution. The desired fractions were concentrated, dissolved in 

xu ethyl acetate, washed with aqueous sodium bicarbonate, dried over anhydrous sodium 

sulfate, filtered and evaporated which gave the title compound (0.0088g, 4% yield). *H NMR 
(CD 3 OD) 6 8.72 (s, 1H), 8.40 (br s, 1H), 8.09 (d, 1H), 7.67 (d, 1H), 7.61 (dt, 1H), 7.56 (m, 
1H), 7.45 (t, 1H), 7.03 (m, 1H), 4.15 (t, 2H), 3.61 (t, 2H), 1.98 (s, 3H). ES-MS (m/z) 363 
[M+l] + 

25 

EXAMPLE 255 

SYNTHESIS OF 5-[3-(2-CHLOROPHENYL)-lH-INDAZOL-3-.YL]-lH-l,2,4- 

TRIAZOLE 

30 




35 
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ambient temperature. After the mixture was extracted with ethyl acetate (2x), the combined 
organic extracts were washed with aqueous saturated sodium bicarbonate, followed by brine, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
flash chromatography with 30-60% ethyl acetate/hexanes gave the title compound (0.232 g, 
5 78% yield). ES-MS (m/z) 479 [M+1(-Tr)] + . 

* * 

C. [S-fS-nH-l^^-Triazol'S-vlVlH-indazol-S-vl^phenvll-N-benzvl carboxamide 

To a stirred solution of (3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 - 
(triphenylmethyl)( 1 ,2 ,4-triazol-3 -yl)] ( 1 H-indazol-3 -yl)} phenyl)-N-benzylcarboxamide (0.232 
10 g, 0.322 mmol) was added dioxane (10.0 mL) and aqueous 6 N hydrochloric acid (10.0 mL) 
and the mixture heated at 50° C for 24 h. The mixture was cooled and aqueous 6 N sodium 
hydroxide (20 mL). Neutralization of the aqueous layer to pH=7 with aqueous 6 N 
hydrochloric acid followed by extraction with ethyl acetate, drying of the organic extracts 
over anhydrous sodium sulfate, filtration and evaporation gave crude product. Purification by 

1 c 

1 J preparative HPLC (15-80% acetonitrile/water) followed by washing with saturated sodium 
bicarbonate and extraction with ethyl acetate gave the title compound (0.0230 g, 18% yield). 
'H NMR (CD 3 OD) 5 8.78 (s, 1H), 8.49 (t, 1H), 8.21 (dt, 1H), 8.11 (br d, 1H), 7.93 (dt, 
1H), 7.69 (t, 1H), 7.65 (d, 1H), 7.40 (dd, 2H), 7.32 (m, 2H), 7.24 (m, 1H), 4.64 (s, 2H). 
ES-MS (m/z) 395 [M+l] + 

20 

EXAMPLE 254 

SYNTHESIS OF N-{2.[3-(5-(lH-l,2,4-TRIAZOL-5-YL)(l H-INDAZOL-3- 

YL)PHENOXY]ETHYL} ACETAMEDE 

25 




30 

A. 3- ( 1 -Perh vdro-2H-pvran-2-vl-5-r 1 -ftriphenvlmethvnf 1 .2.4-triazol-3-vlVl- 1 H- 
indazol-3-vl ) phenol 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 
35 was added 3-hydroxy phenylboronic acid (1.81 g, 8.22 mmol), dichloro[l,l *- 
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(DMSO-d 6 ) 6 S.75 (d, 1H), 8.10 (m, 6H), 7.74 (m, 1H), 7.39 (d, 1H), 6.75 (m, 1H). ES-MS 
(m/z) 371 [M+l] # 

EXAMPLE 253 

5 SYNTHESIS OF [3-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH^^ 

BENZYL CAROXAMIDE 



10 




A. Methvl 3-n-pcrhydro-2H-pwan-2-vl-541-ftra^ 
" 1 H-indazol-3-yl Ibenzoate 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol--3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (5.92 g, 10.04 mmol) in dimethoxyethane (49.9 mL) 
was added 3-(carboxymethyl)phenylboronic acid (2.72 g, 15.1 1 mmol), dichloro[l,l *- 
bis(diphenylphosphino) ferrocenejpalladium (0.822 g, 1.01 mmol), and potassium phosphate 

20 (10.64 g, 50.1 mmol) and the mixture was heated at reflux for 60 h. The mixture was diluted 
with dichloromethanc. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
column chromatography with 20-75% ethyl acetate/hexanes furnished the product (6.05 g, 
94% yield). 'H NMR (CDC1 3 ) 8 8.70 (d, 2H), 8.20 (m, 2H), 8.07 (d, 1H), 7.95 (s, 1H), 7.65 

25 (d, 1H), 7.58 (t, 1H), 7.33 (m, 10H), 7.22 (m, 7H), 5.78 (d, 1H), 3.82 (s, 3H). 

B. (3- {1 -Perhvdro-2H-pvran-2-vl-5-ri -( triphenvlmethvl¥ 1 .2.4-triazol-3-vlW 1H- 
indazol-3-vni phenyl VN-benzvlcarboxamide 

To a stirred solution of methyl 3-{l-perhydro-2H-pyran-2-yl-5-[l- 
30 (triphenylmethyl)(i;>,4-t^ (0.400 g, 0.619 mmol) in a 

tetrahydrofuran/water mixture (2.50 mL/1.00 mL) was added lithium hydroxide 
monohydrate (0.0780 g, 1 .86 mmol) and the mixture heated at 60 °C for 21 h. To this 
mixture was added tetrahydrofuran (2.00 mL), benzylamine (0.203 mL, 1.86 mmol), 1- 
hydroxybenzotriazole hydrate (0.251 g, 1.86 mmol) and l-(3-dimethylaminopropyl)-3- 
35 ethylcarbodiimide hydrochloride (0.356 g, 1.86 mmol). This mixture was stirred for 18 h at 
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EXAMPLE 2.S9 

SYNTHESIS OF N-[4-(5-(lH-l ^TRIAZOL-S-^IH-INDAZOL-S-YL^HENYL]^ 

FURYL CAROXAMIDE 



10 




HN 



A - 4 -f-Perhydro-m- T , vrM - 2 - v i.,.r 1 .^ r ^ vlmrtl , vlv , , , 
mdazol-3-YnphenvlaTT.inP 

yl)MH-mdazoyl}perhydro.2H- Pyra n) (3.22 g, 5.46 mmol) in dimethoxyethane (27 1 mL) 
was added 4-aminophenylboronic acid (1.80 g, 8.22 mmol), dichloro[l 1 
b^phenylphosphino) ferrocene]palladium (0.447 g, 0.485 mmol), and potassium 
Phosphate (5.78 g, 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture 
^ was diluted wim dichloromethane. The organic extracts were washed with saturated sodium 
^carbonate, dned over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
3 T 1 r C ^ 0matOgr ^ 50 - 75 % ethyl acetate/hexanes furnished the product 

cd m 62 Tl * ^ (DMS °- d6) 6 8 54 (s ' 1H) ' 820 (s > 1H >' 8 00 «■ 1H >> ™ 

d, H), 7.62 (d, 2H), 7.42 (m, 10H), 7.18 (m, 7H), 6.73 (d, 2H), 5.85 (dd, 1H), 3.90 
^ (m,lH), 3.76 (m, 1H), 2.50 (m, 2H), 2.05 (m, 2H), 1.60 (m, 2H). 

B. 



N-[4-(5-(1H-1 ,? ^TriazoM-vlXm-ind^ol cgrbox^nidg 
To a solution of 4-{l-perhydro-2H-p^^ 
IH-indazol^ylJphenylamine (0.300 g, 0.498 mmol) was added tetrahydrofuran 
^ (4.50 mL), tnethylamme (0.345 mL, 2.48 mmol), and 2-furoyl chloride (0.058 mL 0 735 
mmol). The mixture was stirred for 16 h at ambient temperature and poured into saturated 
sodium bicarbonate (50 mL). The aqueous layer was extracted with ethyl acetate The 
combined organic extracts were washed with saturated sodium bicarbonate, dried over 
anhydrous sodium sulfate, filtered and evaporated. Purification by preparative HPLC (30- 
80 /o acetonitrile/water) followed by washing with saturated sodium bicarbonate and 



35 



extraction with ethyl acetate gave the title compound (0.0086 g, 5% yield). «H NMR 



-230- 



NSDOCID: <WO 0210137A3_IA> 



WO 02/010137 PCT/USOl/23890 

A - 3-{l-Perhydro-?H-pyran-2-vM41-^ 
indazol-3-vnp henol 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-inda2oyl}perhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 
was added 3-hydroxy phenylboronic acid (1.81 g, 8.22 mmol), dichloro[l,l'- 
bis(diphenylphosphino)ferrocene]palladium (0.447 g, 0.485 mmol), and potassium phosphate 
(5.78 g, 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture was diluted 
with dichloromethane. The organic extracts were washed with saturated sodium bicarbonate 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by ' 
column chromatography with 20-50% ethyl acetate/hexanes furnished the product (3.16 g 
96%, yield). ES-MS (m/z) 362 [M+1(-Tr)] + 

B - l-^-OH-l^ATriazol-S-vnnH-m^ - 
ethoxvlbenzene 

15 Triphenylphosphine (0.694 g, 2.65 mmol), tetrahydrofuran (2.12 mL), 2- 

azaperhydroepinylethanol (0.380 mL, 2.65 mmol) and diethylazodicarboxylate (0.418 mL 
2.65 mmol) were added to 3-{l-perhydro-2H-pvran-2-yl-5-[l-(triphenylmethyl)(l,2 4- 
tnazol-3-yl)]-lH-indazol-3-yl}phenol (0.400 g, 0.662 mmol). The mixture was stirred at 
ambient temperature for 24 h and poured into aqueous 6 N hydrochloric acid (25 mL). After 
- stirring at ambient temperature for 4 h, the mixture was extracted with ether (3x). The 
aqueous fraction was added to aqueous 6 N sodium hydroxide (25 mL) and the pH adjusted 
to 1 1 . The solution was extracted with ethyl acetate (3x) and the organic fractions were 
combined and dried over anhydrous sodium sulfate, filtered and evaporated. The residue was 
purified by flash chromatography on silica pretreated with 2% triemylamine/ethyl acetate 
followed by 0-20% methanol/ethyl acetate. The desired fractions were washed with aqueous 
sodium bicarbonate, extracted with ethyl acetate and evaporated and gave the title 
compound (0.0948 g, 36% yield). 'H NMR (CD 3 OD) 6 8.73 (m, 1H), 8.35 (s, 1H), 8 09 
(dd, 1H), 7.68 (dd, 1H), 7.25 (dt, 1H), 7.57 (m, 1H), 7.48 (t, 1H), 7.04 (m, 1H), 4.26 (t, 
2H), 3.07 (t, 2H), 2.91 (t, 4H), 1.70 (m, 8H). ES-MS (m/z) 403 [M+l] + 



35 
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was added 3-hydroxy phenylboronic acid (1.81 g, 8.22 mmol), dichloro[l,l'- 
bis(diphenylphosphino) ferrocene]palladium (0.447 g, 0.485 mmol), and potassium 
phosphate (5.7S g. 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
residue by column chromatography with 20-50% ethyl acetate/hexanes furnished the product 
(3.16 g, 96%, yield). ES-MS (m/z) 362 [M+1(-Tr)] + 



B. 



l-(5-(l H- 1 ,2,4-Triazol-5-vnriH-inda7.o1-3 -vm-3-f2-r.vnlohexvlethoxv^ hen^n* 
Triphenylphosphine (0.951 g, 3.63 mmol), tetrahydrofuran (2.90 mL), 1- 
(cyclohexyl)ethanol (0.506 mL, 3.63 mmol) and diethylazodicarboxylate (0.573 mL, 3.63 
mmol) were added to 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoI-3-yl} phenol (0.547 g, 0.906 mmol). The mixture was stirred at room 
temperature for 23 h and poured into aqueous 6 N hydrochloric acid (25 mL). After stirring 
15 at ambient temperature for 4 h, the mixture was extracted with ether (3x). The aqueous 
fraction was added to aqueous 6 N sodium hydroxide (25 mL) and the pH adjusted to 1 1. 
The solution was extracted with ethyl acetate (3x) and the organic fractions were combined 
and dried over anhydrous sodium sulfate, filtered and evaporated. The residue was purified 
by preparative HPLC (30-80% acetonitrile/water) and gave an oil. A small amount of this oil 
was purified by flash chromatography (50-100% ethyl acetate/hexanes). The desired 
fractions were washed with aqueous sodium bicarbonate and extracted with ethyl acetate 
which gave the title compound (18.4 mg, 52% yield) as a white foam. 'H NMR (CDC1 3 ) 8 
8.71 (s, 1H), 8.20 (br s, 1H), 8.08 (br s, 1H), 7.65 (d, 1H), 7.59 (dt, 1H), 7.52 (m, 1H), 7.44 
(t, 1H), 7.42 (s, 1H), 4.14 (t, 2H), 3.36 (m, 1H), 1.74 (m, 6H), 1.55 (m, 1H), 1.26 (m, 3H), 
25 1.01 (m, 2H). ES-MS (m/z) 388 [M+l] + 



30 



EXAMPLE 251 

SYNTHESIS OF l-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3-YL))-3-(2- 

AZAPERHYROEPrNYLETHOXY)BENZENE 
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EXAMPT.F. ?4Q 

SYNTHESIS OF 2-[3-(5-(lH-l,2,4-TRIAZOL-5-YL)-lH-INDAZOL-3- 

YL)PHENOXY]ETHYLAMINE 



10 



A. 




2-r3-(5-(lH-1 1 2 1 4-Tria2ol-5-v1VlH-ind a zr>l-^ - vlfahenr>w^ th Y ^",^ < > 

N-{2-[3-(5-(lH-l,2,4-triazol-5-yl)(lH-indazol-3-yl))phenoxy]ethyl} 
(phenylmemoxy)carboxarnide (0.056 g, 0.123 mmol) was treated with formic acid (2 mL), 
methanol (0.088 mL) and 1 0% palladium on carbon (0.060 g) under nitrogen for 3 h. The ' 
15 mixture was fiItered CeUte and concentrated. The residue was taken up in aqueous 6 

N hydrochloric acid and extracted with ether (3x). The aqueous layer was adjusted to pH 1 1 
and extracted with dichloromethane. The organic fractions were dried over anhydrous 
sodium sulfate, filtered and evaporated. The residue was purified by preparative HPLC (30- 
80% acetonitrile/water) and gave the title compound (0.0062 g, 16% yield) as the mono 
trifluoroacetic acid salt. >H NMR (CD 3 OD) 6 8.77 (d, 1H), 8.54 (s, 1H), 8.12 (dd, 1H), 7.73 
(m, 1H), 7.70 (m, 1H), 7.65 (m, 1H), 7.54 (t, 1H), 7.13 (m, 1H), 4.38 (t, 2H), 3.44 (t, 2H) 
ES-MS (m/z) 321 [M+l] + 



25 



EXAMPLE 2 SO 

SYNTHESIS OF l-(5-(lH-l,2 J 4-TRIAZOL-5-YL)(lH-INDAZOL-3-YL))-3-(2- 

CYCLOHEXYLETHOXY) BENZENE 



30 



35 




N-NH 



A - 3- { 1 -Perhydro-2H-pyran-2-vl-5-ri -rtrip hRn y lmethynr 1 .^triazol^-y l )"! .! 
indazol-3-vl^p hennl 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 
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A ' 3 - {1 ' Perhvdro - ?H Wan-2- vl-5-rW ^^ 
indazo1-3-v1) p h*™i 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-tria2ol-3- 
yl)]-lH-mdazoyl}perhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27 1 mL) 
was added 3 -hydroxy phenylboronic acid (1.81 g, 8.22 mmol), dichloro[l,l>- 
bi S (diphenylphosphino) ferrocenejpalladium (0.447 g, 0.485 mmol), and potassium 
phosphate (5.78 g, 27.2 mmol) and the mixture was heated at reflux for 48 h The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
residue by column chromatography with 20-50% ethyl acetate/hexanes furnished the product 
(3.16 g, 96%, yield). ES-MS (m/z) 362 [M+1(-Tr)] + 

B - N ^ 2 -r3-r5-riH-1 ?^Trii.z n 1-^ i H-ind a zn1-^ >ph^^ i: 
(phenvlmethnY Y ) r arboxamirlfi 

Triphenylphosphine (0.694 g, 2.65 mmol), tetrahydrofuran (2.12 mL) N- 
(carbonylbenzyloxy)ammoethanol (0.517 g, 2.65 mmol) and diethylazodicarboxylate' (0 418 
mL, 2.65 mmol) were added to 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2 4- 
tnazol-S-yDMH-indazol-S-yDphenol (0.400 g, 0.662 mmol). Tbe mixture was stirred at' 
^ room temperature for 23 h and poured into aqueous 6 N hydrochloric acid (25 mL) After 
stirring at ambient temperature for 4 h, the mixture was extracted with ether (3x) The 
aqueous fraction was added to aqueous 6 N sodium hydroxide (25 mL) and the pH adjusted 
to 1 1 . The solution was extracted with ethyl acetate (3x) and the organic fractions were 
combined and dried over anhydrous sodium sulfate, filtered and evaporated. The residue was 
purified by flash chromatography on silica predated with 2% triethylamine/ethyl acetate 
followed by 50-100o/„ ethyl acetate/hexanes. The desired fractions were washed with 
aqueous sodium bicarbonate and extracted with ethyl acetate which gave the title compound 
(0.127 g, 42% yield) contaminated with triphenylphosphine oxide. The desired compound 
was further purified by preparative HPLC (30-80% acetonitrile/water). «H NMR (CD OD) 6 
3o 8.71 (br s, 1H), 8.08 (br s, 1H), 7.67 (br s, 1H), 7.61 (d, 1H), 7.56 (s, 1H), 7.45 (t, 1H^ 
7.30 (m, 5H), 7.03 (m, 1H), 5.08 (s, 2H), 4.16 (t, 2H), 3.57 (t, 2H). ES-MS (m/z) 455 ' 
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B. 



l-(5-(lH-l 1 2 1 4-Triazol-3-vnaH-i n d a7 n1-^- Y 1) V3-r2-nip E r^. nvlethoxv^benzen ft 

Triphenylphosphine (0.694 g, 2.65 mmol), tetrahydrofuran (2.12 mL), tert- 
butylcarboxypiperazinylethanol (0.610 g, 2.65 mmol) and diethylazodicarboxylate (0.418 
mL) were added to 3-{l-perhydro-2H-pyran-2^ 

lH-inda2ol-3-yl}phenol (0.400 g, 1 .25 mmol). The mixture was stirred at ambient 
temperature for 21h and poured into aqueous 6N hydrochloric acid (30 mL). After stirring at 
ambient temperature for 4h, the mixture was extracted with ethyl acetate (3x). The aqueous 
fraction was added to aqueous 6N sodium hydroxide (30 mL) and the pH adjusted to 1 1. 
The solution was extracted with ethyl acetate (3x) and the organic fractions were combined 
and dried over anhydrous sodium sulfate, filtered and evaporated. The residue was stirred 
with trifluoracetic acid (3.0 mL) at ambient temperature for 70 min. Purification by 
preparative HPLC (5-70% acetomtrile/water) gave the title compound (0.132 g, 27% yield). 
ES-MS (m/z) 390 [M+l] + ' . 



15 



C. 



4-{2-r3-(5-(lH-l.2.4-Triaz ol-5-vnnH-indazol-3-vn)phenoxv1ethvl}-1- 
acetvlpiperazine 

l-(5-(lH-l,2,4-triazol-3-yl)(lH-indazol-3-yl))-3-(2- 
piperazinylethoxy)benzene (0.066 g, 0.169 mmol) was stirred with pyridine (0.50 mL, 6.18 
mmol), triethylamine (0.10 mL, 0.717 mmol) and acetic anhydride (0.10 mL, 1.06 mmol) at 
0 ambient temperature. After 2 h, ammonium hydroxide (0.50 mL) was added and the mixture 
stirred for 1 h. The mixture was evaporated and gave the title compound (0.0064 g, 9% 
yield). 'H NMR (CD 3 OD) 6 8.71 (s, 1H), 8.35 (s, 1H), 8.08 (dd, 1H), 7.66 (d, IK), 7.61 
(dt, 1H), 7.55 (m, 1H), 7.44 (t, 1H), 7.01 (m, 1H), 4.25 (t, 2H), 3.58 (dt, 4H), 2.85 (t, 2H), 
2.60 (dt, 4H), 2.08 (s, 3H). ES-MS (m/z) 432 [M+ 1 f 
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EXAMPLE 248 

SYNTHESIS OF N-{2-[3-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3- 
YL))PHENOXY]ETHYL} (PHENYLMETHOXY)CARBOXAMIDE 



30 



i 




N-NH 
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temperature for 24 h and poured into aqueous 6 N hydrochloric acid (25 mL). After stirring 
at ambient temperature for 4 h, the mixture was extracted with ether (3x). The aqueous 
fraction was added to aqueous 6 N sodium hydroxide (25 mL) and the pH adjusted to 11. 
The solution was extracted with ethyl acetate (3x) and the organic fractions were combined 
^ and dried over anhydrous sodium sulfate, filtered and evaporated. The residue was purified 
by flash chromatography on silica pretreated with 2% triethylamine/ethyl acetate followed by 
0-20% methanol/ethyl acetate elution. The desired fractions were concentrated, dissolved in 
ethyl acetate, washed with aqueous sodium bicarbonate, dried over anhydrous sodium 
sulfate, filtered and evaporated to give the title compound (0.0847 g, 32% yield). J H NMR 
10 (CD 3 OD) 6 8.71 (m, 1H), 8.34 (s, 1H), 8.10 (dd, 1H), 7.67 (dd, 1H), 7.60 (dt, 1H), 7.53 (m, 
1H), 7.45 (t, 1H), 7.01 (m, 1H), 4.14 (t, 2H), 2.61 (m, 2H), 2.53 (s, 4H), 2.05 (m, 2H), 1.65 
(m, 4H), 1.50 (m, 2H). ES-MS (m/z) 403 [M+l] + 

EXAMPLE 247 

15 SYNTHESIS OF 4-{2-[3-(5KlH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3- 

YL))PHENOXY] ETHYL} - 1 -ACETYLPIPERAZINE 



20 




A. 3-(l-Perhvdro-2H-pvran-2-vl^ 

^ indazol-3-vl) phenol 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 
was added 3-hydroxy phenylboronic acid (1.81 g, 8.22 mmol), dichloro[l,l'- 
bis(diphenylphosphino) ferrocene]palladium (0.447 g, 0.485 mmol), and potassium 

3® phosphate (5.78 g, 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
residue by column chromatography with 20-50% ethyl acetate/hexanes furnished the product 
(3.16 g, 96% yield). ES-MS (m/z) 362 [M+1(-Tr)] + 
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the organic fractions were combined and dried over anhydrous sodium sulfate, filtered and 
evaporated. The residue was purified by preparative HPLC (5-70% acetonitrile/water). The 
desired fractions were concentrated, dissolved in ethyl acetate, washed with aqueous sodium 
bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated to give the title 
compound (0.132 g, 52% yield) as the bis-trifiuoroacetic acid salt. "H NMR (D,0) 6 8.26 
(s, 1H), 8.12 (s, 1H), 7.61 (d, 1H), 7.37 (d, 1H), 7.31 (m, 2H), 7.19 (m, 1H), 6.90 (m, 1H), 
4.35 (m, 2H), 3.62 (m, 6H), 3.52 (m, 4H). ES-MS (m/z) 390 [M+lf 

EXAMPLE 246 

10 SYNTHESIS OF l-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3-YL))-3-(3- 

PIPERDYLPROPOXY) BENZENE 



15 




N-NH 



A. 



20 



3- { 1 -Perhydrc-2H-pyran-2-vl-541 -rtrip henvlmethvlVl .2.4-triazol-^-vni-l TT- 
indazol-3-vnphenol 

To a stirred solution of 2-{3-bromo-5-[l-(triphenyhnethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 
was added 3-hydroxy phenylboronic acid (1.81 g, 8.22 mmol), dichlorofl.l'- 
bis(diphenylphosphino) ferrocene]palladium (0.447 g, 0.485 mmol), and potassium 
phosphate (5.78 g, 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
residue by column chromatography with 20-50% ethyl acetate/hexanes furnished the product 
(3. 1 6 g, 96%, yield). ES-MS (m/z) 362 [M+ 1 (-Tr)] + 

30 

B. 



l-(5-(lH-l,2 1 4-Triazol-5-vl)(lH-indazol-3-vnV3-r 3 - D i D eridv1nropoxv^ben7en ft 
Triphenylphosphine (0.694 g, 2.65 mmol), tetrahydrofuran (2.12 mL), 3- 
piperidylpropanol (0.379 mL, 2.65 mmol) and diethylazodicarboxylate (0.418 mL, 2.65 
mmol) were added to 3-{l-perhy<frc>-2H-pyran-2-yl-5-[H^ 

yl)]-lH-indazol-3-yl}phenol (0.400 g, 0.662 mmol). The mixture was stirred at ambient 
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sodium sulfate, filtered and evaporated to give the title compound (0.0768 g, 30% yield). 'H 
NMR (CD 3 OD) 8 13.41 (br s, 1H), 8.65 (s, 1H), 8.10 (d, 1H), 7.70 (d, 1H), 7.60 (d, 1H), 
7.50 (m, 2H), 7.05 (m, 1H), 4.20 (t, 2H), 3.60 (t, 2H), 3.50 (t, 2H), 2.25 (t, 2H), 1.95 (m, 
2H). ES-MS (m/z) 389 [M+lf 

5 

EXAMPLE 245 
SYNTHESIS OF l-(5-(lH-l,2,4-TRIAZOL-5-^ 

PIPERAZINYLETHOXY) BENZENE 

10 




15 A. 3 - (1 -Perhvdro-2H-p wan-2-vl-5-r 1 -( triphenvlmethvlV 1 :2.4-triazol-3-vlYl- 1 H- 
indazol-3 -vl> phenol 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 
was added 3-hydroxy phenylboronic acid (1.81 g, 8.22 mmol), dichloro[l,F- 

xw bis(diphenylphosphino) ferrocene]palladium (0.447 g, 0.485 mmol), and potassium 

phosphate (5.78 g, 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
residue by column chromatography with 20-50% ethyl acetate/hexanes furnished the product 

25 (3.16 g, 96%, yield). ES-MS (m/z) 362 [M+1(-Tr)] + 



B. 1 -(5 -OH-1 ,2,4-Triazol-5-vlV 1 H-indazol-3-vD V 3-( 2-piperazinvlethoxv) benzene 

Triphenylphosphine (0.694 g, 2.65 mmol), tetrahydrofuran (2.12 mL), 2-(tert- 
butyloxycarbonyl)piperazinylethanol (0.610 g, 2.65 mmol) and diethylazodicarboxylate 
(0.4 1 8 mL, 2.65 mmol) were added to 3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1- 
(triphenylmethyl)(l,2,4-triazol-3-yl)]-lH-indazol-3-yl}phenol (0.400 g, 0.662 mmol). The 
mixture was stirred at ambient temperature for 23 h and poured into aqueous 6N 
hydrochloric acid (25 mL). After stirring at ambient temperature for 4 h, the mixture was 
extracted with ether (3x). The aqueous fraction was added to aqueous 6 N sodium hydroxide 
(25 mL) and the pH adjusted to 1 1 . The solution was extracted with ethyl acetate (3x) and 
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EXAMPT .P. 744 

SYNTHESIS OF l-{2-[3-(5KlH-l,2,4-TR[AZOL-5-YL)-lH-INDAZOL-3- 

YL)PHENOXY]ETHYL} PYRROLIDIN-2-ONE 



H 



5 




10 A - 3- (1 -Perhvdro-2H-t>vraTi- 2-vl-5-n -rtriphenvlmethvlVl .2.4-triazol-3-vlYl-lH- 
inda2ol-3 -vll phenol 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 
was added 3-hydroxy phenylboronic acid (1.81 g, 8.22 mmol), dichloro[l,l'- 

If 

bis(diphenylphosphino) ferrocene]palladium (0.447 g, 0.485 mmol), and potassium 
phosphate (5.78 g, 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
residue by column chromatography with 20-50% ethyl acetate/hexanes furnished the product 
20 (3.16 g, 96%, yield). ES-MS (m/z) 362 [M+1(-Tr)] + 

B - 1 - |2-r3-(5-r 1 H-l .2.4-Triazol-5-vn - 1 H-rndazol-3-vnphenoxv1ethvnt>vrrolidin-2- 
one 

Triphenylphosphine (0.694 g, 2.65 mmol), tetrahydrofuran (2.12 mL), l-(2- 
25 hydroxyethyl)pyrrolidin-2-one (0.299 mL, 2.65 mmol) and diethylazodicarboxylate (0.418 
mL, 2.65 mmol) were added to 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenol (0.400 g, 0.662 mmol). The mixture was stirred at 
ambient temperature for 23 h and poured into aqueous 6N hydrochloric acid (25 mL). After 
stirring at ambient temperature for 4 h, the mixture was extracted with ether (3x) The 

30 

aqueous fraction was added to aqueous 6N sodium hydroxide (25 mL) and the pH adjusted 
to 1 1 . The solution was extracted with ethyl acetate (3x) and the organic fractions were 
combined and dried over anhydrous sodium sulfate, filtered and evaporated. The residue was 
purified by flash chromatography on silica pretreated with 2% triethylamine/ethyl acetate 

followed by 0-15% methanol/ethyl acetate. The desired fractions were concentrated 

35 • ' 
dissolved in ethyl acetate, washed with aqueous sodium bicarbonate, dried over anhydrous 
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A - 3- ( 1 -Perhvdro-2H-pvran -2-vl-5-ri-ftriphenv1methvnr 1 .2.4-tria7.ol-3-vm-lH- 
indazol-3-vl)phenol 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 
5 was added 3-hydroxy phenylboronic acid (1.81 g, 8.22 mmol), dichloro[l,l '- 
bis(diphenylphosphino) ferrocene]palladium (0.447 g, 0.485 mmol), and potassium 
phosphate (5.78 g, 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
10 residue by column chromatography with 20-50% ethyl acetate/hexanes furnished the product 
(3.16 g, 96%, yield). ES-MS (m/z) 362 [M+1(-Tr)] + 

B - 1 -(5-(lH- 1 ,2,4-Triazol-5-vD(lH-inda7.n l-3-vm-3-r2-piperidvlethoxv> benzene 

Triphenylphosphine (0.694 g, 2.65 mmol), tetrahydrofuran (2.12 mL), 2- 
15 piperidylethanol (0.352 mL, 2.65 mmol) and diethylazodicarboxylate (0.418 mL, 2.65 mmol) 
were added to 3-{l-pemydxo-2H-pyran-2-yl-5-[l-(triphen^ 

indazol-3-yl } phenol (0.400 g, 0.662 mmol). The mixture was stirred at ambient temperature 
for 23 h and poured into aqueous 6 N hydrochloric acid (30 mL). After stirring at ambient 
temperature for 4 h, the mixture was extracted with ether (3x). The aqueous fraction was 

20 added to aqueous 6 N sodium hydroxide (30 mL) and the pH adjusted to 1 1. The solution 
was extracted with ethyl acetate (3x) and the organic fractions were combined and dried 
over anhydrous sodium sulfate, filtered and evaporated. The residue was purified by flash 
chromatography on silica pretreated with 2% triethylamine/ethyl acetate elution followed by 
0-20% methanol/ethyl acetate. The desired fractions were concentrated, dissolved in ethyl 

25 acetate, washed with aqueous sodium bicarbonate, dried over anhydrous sodium sulfate, 
filtered and evaporated which gave the title compound (0.124 g, 48% yield). 'H NMR 
(CD 3 OD) 6 8.72 (m, 1H), 8.34 (s, 1H), 8.10 (dd, 1H), 7.67 (dd, 1H), 7.62 (dt, 1H), 7.58 (m, 
1H), 7.47 (t, 1H), 7.04 (m, 1H), 4.27 (t, 2H), 2.89 (t, 2H), 2.63 (m, 4H), 1.68 (m, 4H), 1.51 
(m, 2H). ES-MS (m/z) 389 [M+lf 

30 
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phosphate (5.7S g, 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
residue by column chromatography with 20-50% ethyl acetate/hexanes furnished the product 
5 (3 . 1 6 g, 96% yield). ES-MS (m/z) 362 [M+l (-Tr)] + 



B. 



Triphenylphosphine (0.694 g, 2.65 mmol), tetrahydrofuran (2.12 mL), 
pyrrolidinylcthanol (0.310 mL, 2.65 mmol) and diethylazodicarboxylate (0.418 mL, 2.65 

10 mmol) were added to 3-{l-perhydro-2H-pyran^^ 

yl)]-lH-inda2ol-3-yI} phenol (0.400 g, 0.662 mmol). The mixture was stirred at ambient 
temperature for 23 h and poured into aqueous 6 N hydrochloric acid (30 mL). After stirring 
at ambient temperature for 4 h, the mixture was extracted with ether (3x). The aqueous 
fraction was added to aqueous 6 N sodium hydroxide (30 mL) and the pH adjusted to 1 1. 

15 The solution was extracted with ethyl acetate (3x) and the organic fractions were combined 
and dried over anhydrous sodium sulfate, filtered and evaporated. The residue was purified 
by flash chromatography on silica pretreated with 2% triemylamine/ethyl acetate followed by 
0-20% methanol/ethyl acetate. The desired fractions were concentrated, dissolved in ethyl 
acetate, washed with aqueous sodium bicarbonate, dried over anhydrous sodium sulfate, 
filtered and evaporated which gave the title compound (0.1 14 g, 46% yield). 'H NMR 
(CD 3 OD) 6 8.72 (s, 1H), 8.34 (s, 1H), 8.09 (dd, 1H), 7.67 (d, 1H), 7.62 (d, 1H), 7.57 (m, 
1H), 7.47 (t, 1H), 7.04 (m, 1H), 4.26 (t, 2H), 3.02 (t, 2H), 2.73 (m, 4H), 1.87 (m, 4H). ES- 
MS (m/z) 375 [M+1J* 



25 



EXAMPLE 243 

SYNTHESIS OF l-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3-YL))-3-(2- 

PIPEPJDYLETHOXY) BENZENE 



30 




N-NH 



35 



-219- 



WSDOCID: <WO 0210137A3_»A> 



WO 02/010137 PCT/USOl/23890 

chromatography on silica pretreated with 2% triethylamine/hexanes followed by 0-20% ethyl 
acetate/hexanes, sonication of the product in ethyl acetate (3 mL), addition of hexanes po 
mL) and filtration gave the title compound (0.177 g, 41% yield). ES-MS (m/z) 307 [M+lf 

5C - Synthesis of {2-r3-(5-(1H- L2 .3.4-tetr a ^^- y i >f iT J j ndr , nl ? 
vlTtohenox v lethvl \ dime thvlamiTift 

3-{4-[2-(Dimemylaimno)ethoxy]phenyl}-lH-mdazole-5-carbonitrile (0 177 g 
0.578 mmol) and tri-n-butyltin azide (0.869 mL, 3.17 mmol) were refluxed for 17 h in 
toluene (6.08 mL) saturated with anhydrous hydrochloric acid. The mixture was 
concentrated then dioxane (6.5 mL) and aqueous 6 N hydrochloric acid (6.5 mL) were 
added. The mixture was stirred at ambient temperature for 4 h and then added to 
concentrated ammonium hydroxide (30 mL). Extraction with hexanes (3x) followed by 
extraction with ether (2x) gave a crude solid which was filtered. Methanol was added to the 
filtrate and solid product collected. This step was repeated. The remaining filtrate was taken 
up m dimethyl sulfoxide/methanol and the resulting solid collected. The combined solids 
were punfied by preparative HPLC (30-80% water/acetonitrile) and gave the title compound 
(0.0376 g, 19% yield) as the mono trifluoroacetic acid salt. 'H NMR (CD 3 OD) 6 8 80 (m 
1H), 8.60 (dd, 1H), 7.78 (dd, 1H), 7.72 (dd, 1H), 7.65 (m, 1H), 7.55 (m, 1H), 7.15 (m 1H) 
4.49 (t, 2H), 3.66 (t, 2H), 3.03 (s, 6H). ES-MS (m/z) 350 [M+lf 

EXAMPLE 7d? 

SYNTHESIS OF l-(5-(lH-l,2 5 4-TRIAZOL-5-YL)(lH-INDAZOL-3-YL))-3-(2- 

PYRROLIDINYLETHOXY) BENZENE 



25 




30 



A. 



3-{l-Perhydro-?H-p wan -?.^^ 
indazo1-3-y1}ph^^i 



To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2 J 4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 
^ was added 3-hydroxyphenylboronic acid (1.81 g, 8.22 mmol), dichloro[l,l'- 
bis(diphenylphosphino) ferrocenejpalladium (0.447 g, 0.485 mmol), and potassium 
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(t, 1H), 7.46 (t, 1H), 7.04 (m, 1H), 4.28 (t, 2H), 3.72 (t, 4H), 2.89 (t, 2H), 2.65 (t, 4H). ES 
MS (m/z) 391 [M+l] + 

EXAMPLE 241 

SYNTHESIS OF {2-[3-(5-(lH-l,2,3,4-TETRAZOL-5-YL)(lH-INDAZOL-3- 

YL))PHENOXY]ETHYL} DIMETHYLAMTNE 



10 




A. 3-(3-Hvdro xvDhenvn-l-T?erhvdro-2H-pvran-2-vl-lH-indazole-5-carbonitrile 

To a stirred solution of 3-bromo-l -perhydro-2H-pyran-2-yl-lH-indazole-5- 
carbonitrile (1.47 g, 4.82 mmol) in dimethoxyethane (24.0 mL) was added 3- 
hydroxyphenylboronic acid (1.60 g, 7.27 mmol), dichloro[l,l'-bis(diphenylphosphino) 
ferrocene]palladium (0.396 g, 0.485 mmol), and potassium phosphate (5.12 g, 24.1 mmol) 
and the mixture was heated at reflux for 48 h. The mixture was diluted with 
dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
column chromatography with 20-50% ethyl acetate/hexanes furnished the product (1.31 g, 
85% yield). ES-MS (m/z) 320 [M+l] + 

25 

B. 3- 1 4-r2-(T>imethvlam ino^ethoxv]phenvl> - lH-indazole-5-carbonitrile 

Triphenylphosphine (1.31 g, 5.00 mmol), tetrahydrofuran (4.00 mL), 2-N,N- 
dimethylaminoethanol (0.503 mL, 5.00 mmol) and diethylazodicarboxylate (0.788 mL, 5.00 
mmol) were added to 3-(3-hydroxyphenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 

30 

u carbonitrile (0.400 g, 1.25 mmol). The mixture was stirred at ambient temperature for 15.5 
h and poured into aqueous 6 N hydrochloric acid (30 mL). After stirring at ambient 
temperature for 4 h, the mixture was extracted with ethyl acetate (3x). The aqueous fraction 
was added to aqueous 6 N sodium hydroxide (30 mL) and the pH adjusted to 1 1. The 
solution was extracted with ethyl acetate (3x) and the organic fractions were combined and 
35 dried over anhydrous sodium sulfate, filtered and evaporated. Purification by flash 
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EXAMPLE 240 

SYNTHESIS OF l-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3-YL))-3-(2- 

MORPHOLDSf-4-YL-ETHOXY)BENZENE 

» 




10 

A - 3- 1 1 -Perh vdro-2H-pvra n-2-vl-5-ri -rtriphenvlmethvlVl .2.4-triazol-3-vni-1 H- 
indazol-3-vl } phenol 

To a stirred solution of 2- {S-bromo-S-tl-CtriphenylmethylXl^^-triazol-S- 
yl)]-lH-indazoyl}perhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 

15 

was added 3-hydroxy phenylboronic acid (1.81 g, 8.22 mmol), dichloro[l,l*- 
bis(diphenylphosphino) ferrocene]palladium (0.447 g, 0.485 mmol), and potassium 
phosphate (5.78 g, 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 

20 

residue by column chromatography with 20-50% ethyl acetate/hexanes furnished the product 
(3.16 g, 96% yield). ES-MS (m/z) 362 [M+1(-Tr)] + 

B - 1 -(5 -( 1 H- 1 .2 .4-triazol - 5-vl V 1 H-indazol-3-vDV3-r2-moroholin-4-vlethoxv^ benzene 

Triphcnylphosphine (0.694 g, 2.65 mmol), tetrahydrofuran (2.12 mL), 2- 
- morpholinoethanol (0.321 mL, 2.65 mmol) and diethylazodicarboxylate (0.418 mL, 2.65 
mmol) were added to 3-{l-perhydro-2H-pyran-2^ 

yl)]-lH-indazol-3-yl}phenol (0.400 g, 0.662 mmol). The mixture was stirred at ambient 
temperature for 23 h and poured into aqueous 6 N hydrochloric acid (30 mL). After stirring 
at ambient temperature for 4 h, the mixture was extracted with ether (3x). The aqueous 
fraction was added to aqueous 6 N sodium hydroxide (30 mL) and the pH adjusted to 1 1. 
The solution was extracted with ethyl acetate (3x) and the organic fractions were combined 
and dried over anhydrous sodium sulfate, filtered and evaporated. The residue was purified 
by flash chromatography on silica gel pretreated with 2% triethylamine/hexanes followed by 
0-20% ethyl acetate/hexanes and gave the title compound (0.0774 g, 30% yield). ! H NMR 
35 (CD 3 OD) 6 8.72 (m, 1H), 8.36 (br s, 1H), 8.10 (dd, 1H), 7.68 (d, 1H), 7.62 (dt, 1H), 7.56 
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A. 3-11 -Perhydro^H-pyran^- vl-5-H -f rtphenvlmethvnfl .2.4-triazol-3-vm - 1 H- 
indazol-3 - vl \ phenol 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 
5 was added 3-hydroxy phenylboronic acid (1 .8 1 g, 8.22 mmol), dichloro[ 1,1'- 
bis(diphenylphosphino) ferrocenejpalladium (0.447 g, 0.485 mmol), and potassium 
phosphate (5.78 g, 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
10 residue by column chromatography with 20-50% ethyl acetate/hexanes furnished the product 
(3.16 g, 96% yield). ES-MS (m/z) 362 [M+1(-Tr)] + 

B. (2-r3-(5-nH-1.2.4-Triazol-5^ 

Triphenylphosphine (0.694 g, 2.65 mmol), tetrahydrofuran (2.12 mL), 2-N,N- 
15 dimethylaminoethanol (0.266 mL, 2.65 mmol) and diethylazodicarboxylate (0.418 mL, 2.65 
mmol) were added to 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazol-3-yl}phenol (0.400 g, 0.662 mmol). The mixture was stirred at ambient 
temperature for 23 h and poured into aqueous 6 N hydrochloric acid (30 mL). After stirring 
at ambient temperature for 4 h, the mixture was extracted with ether (3x). The aqueous 
^ fraction was added to aqueous 6 N sodium hydroxide (30 mL) and the pH adjusted to 1 1 . 
The solution was extracted with ethyl acetate (3x) and the organic fractions were combined 
and dried over anhydrous sodium sulfate, filtered and evaporated. The residue was purified 
by flash chromatography on silica pretreated with 2% triethylamine/hexanes followed by 0- 
20% ethyl acetate/hexanes and gave the title compound (0.0878 g, 38% yield). 'H NMR 
25 (CD 3 OD) 6 8.73 (m, 1H), 8.35 (br s, 1H), 8.10 (dd, 1H), 7.68 (dd, 1H), 7.63 (dt, 1H), 7.58 
(m, 1H), 7.48 (t, 1H), 7.60 (m, 1H), 4.25 (t, 2H), 2.75 (t, 2H), 2.40 (s, 6H). ES-MS (m/z) 
349 [M+l] + 
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was added 3-hydroxy phenylboronic acid (1 .81 g, 8.22 mmol), dichloro[l,l '- 
bis(diphenylphosphino) ferrocenejpalladium (0.447 g, 0.485 mmol), and potassium 
phosphate (5.78 g, 27.2 mmol) and the mixture was heated at reflux for 48 h. The mixture 
was diluted with dichloromethane. The organic extracts were washed with saturated sodium 
5 bicarbonate, dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the 
residue by column chromatography with 20-50% ethyl acetate/hexanes furnished the product 
(3.16 g, 96% yield). ES-MS (m/z) 362 [M+1(-Tr)] + 



B. 



10 



3-r3-(5-(lH-l,2,4-Triazol-5-vl¥lH-indazo l-3-vm P heTioxvlDropvn dimethvlamme 
Triphenylphosphine (0.694 g, 2.65 mmol), tetrahydrofuran (2.12 mL), 3-N,N- 
dimethylaminopropanol (0.314 mL, 2.65 mmol) and diethylazodicarboxylate (0.418 mL, 
2.65 mmol) were added to 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenol (0.400 g, 0.662 mmol). The mixture was stirred at 
ambient temperature for 23 h and poured into aqueous 6 N hydrochloric acid (30 mL). After 
15 stirring at ambient temperature for 4 h, the mixture was extracted with ether (3x). The 
aqueous fraction was added to aqueous 6N sodium hydroxide (30 mL) and the pH adjusted 
to 1 1 . The solution was extracted with ethyl acetate (3x) and the organic fractions were 
combined and dried over anhydrous sodium sulfate, filtered and evaporated. The residue was 
purified by flash chromatography on silica pretreated with 2% triethylamine/hexanes 
followed by 0-20% ethyl acetate/hexanes elution and gave the title compound (0.0681 g, 
28% yield). "H NMR (CD 3 OD) 6 8.72 (m, 1H), 8.35 (s, 1H), 8.10 (dd, 1H), 7.68 (dd, 1H), 
7.60 (dt, 1H), 7.54 (m, 1H), 7.46 (t, 1H), 7.02 (m, 1H), 4.18 (t, 2H), 2.63 (m, 2H), 2.33 (s,' 
6H), 2.07 (m, 2H). ES-MS (m/z) 363 [M+l] + 



25 



EXAMPLE 239 

SYNTHESIS OF {2-[3-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3 

YL))PHENOXY] ETHYL} DIMETHYLAMINE 



30 




35 
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extracted with ethyl acetate (3x) and the organic fractions were combined and dried over 
anhydrous sodium sulfate, filtered and evaporated. Purification by flash chromatography on 
silica gel pretreated with 2% triethylamine/hexanes followed by 0-20% ethyl acetate/hexanes 
elution, sonication of the product in ethyl acetate (3 mL), addition of hexanes (20 mL) and 
5 filtration gave the title compound (0.225 g, 56% yield). ES-MS (m/z) 321 [M+l] + 

C. (3-f 3-(5-f 1 H- 1 ,2.3 ,4-Tetrazo-5-vn( 1 H-indazol-3-vmnhenox vtoropyl} dimethyl 
amine 

3- {3-[3-(Dimethylan^o)propoxy]phenyl}-lH-indazole-5-carbonitrile (0.225 
^ g, 0.702 mmol) and tri-n-butyltin azide (1.06 mL, 3.87 mmol) were heated to reflux 

temperature for 19 h in toluene (7.42 mL) saturated with anhydrous hydrochloric acid. The 
mixture was concentrated then dioxane (6.5 mL) and aqueous 6 N hydrochloric acid (6.5 
mL) were added. The mixture was stirred at ambient temperature for 4 h and poured into 
concentrated ammonium hydroxide (30 mL). Extraction with hexanes (3x) followed by 
" extraction with ether (3x) gave a crude solid which was filtered. The filtrate was taken up in 
methanol and solid product collected. This step was repeated. The remaining filtrate was 
taken up in dimethyl sulfoxide/methanol and the resulting solid collected. The combined 
solids were purified by preparative HPLC (30-80% water/acetonitrile) and gave the title 
compound (0.170 g, 67% yield) as the trifluoroacetic acid salt. 'H NMR (CD 3 OD) 6 8:76 
20 (m, 1H)> 8.06 (dd, 1H), 7.76 (dd, 1H), 7.63 (dt, 1H), 7.58 (m,lH), 7.50 (m, 1H), 7.06 (m, 
1H), 4.25 (t, 2H), 3.41 (m, 2H), 3.00 (s, 6H), 2.30 (m,2H). ES-MS (m/z) 364 [M+l] + 

EXAMPLE 238 

SYNTHESIS OF {3-[3-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-IM)AZOL-3- 
25 YL))PHENOXY] PROPYL} DIMETHYL AMINE 



30 




A. 3-11 -Perhvdro-2H-pvran-2-vl-5-r 1 -(trinhenvlmethvlV 1 ,2.4-triazol-3-vnM 
inda2ol-3-vl|phenol 

To a stirred solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3- 
yl)]-lH-indazoyl}perhydro-2H-pyran (3.22 g, 5.46 mmol) in dimethoxyethane (27.1 mL) 
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taken up in dimethyl sulfoxide/methanol and the resulting solid collected. The combined 
solids were purified by preparative HPLC (30-80% water/acetonitrile) and gave the title 
compound (0.154 g, 69% yield) as the trifluoroacetic acid salt. 'H NMR (CD 3 OD) 6 8.77 
(m, 1H), 8.09 (dd, 1H), 8.00 (m, 2H), 7.77 (dd, 1H), 7.17 (m, 2H), 4.20 (t, 2H), 3.39 (t, 
5 2H), 2.95 (s, 6H), 2.25 (m, 2H). ES-MS (m/z) 364 [M+l] + 



10 



EXAMPLE 237 

SYNTHESIS OF {3-[3-(5-(lH-U,3,4-TETRAZOL-5-YL)(lH-INDAZOL-3 

YL))PHENOXY]PROPYL}DIMETHYLA]VnNE 



15 




A. 



3-f3-hvdroxyphenvl)-l-perhvdro-2H-pw a n-7.- vl-lH-mdazolR-5-carbonitri1e 

To a stirred solution of 3-bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
carbonitrile (1.47 g, 4.82 mmol) in dimethoxyethane (24.0 mL) was added 3- 
hydroxyphenylboronic acid (1.60 g, 7.27 mmol), dichloro[l,r-bis(diphenylphosphino) 
ferrocene]palladium (0.396 g, 0.485 mmol), and potassium phosphate (5.12 g, 24.1 mmol) 
and the mixture was heated at reflux for 48 h. The mixture was diluted with 
dichloromethane. The organic extracts were washed with saturated sodium bicarbonate, 
dried over anhydrous sodium sulfate, filtered and evaporated. Purification of the residue by 
column chromatography with 20-50% ethyl acetate/hexanes furnished the product (1.31 
25 85% yield). ES-MS (m/z) 320 [M+l] + 



B - 3- {3-r3-(dimethvlaminoWopoxvlp henvl> -lH-mdazole-5-carbonitrile 

Triphenylphosphine (1.31 g, 5.00 mmol), tetrahydrofuran (4.00 mL), 3-N,N- 
dimemylaminopropanol (0.592 mL, 5.00 mmol) and diethylazodicarboxylate (0.788 mL, 

5.00 mmol) were added to 3-(3-hydroxyphenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
carbomtrile 3-(3-hydroxyphenyl)-l^ 

(0.400 g, 1 .25 mmol). The mixture was stirred at ambient temperature for 15.5 h and poured 
into aqueous 6 N hydrochloric acid (30 mL). After stirring at ambient temperature for 4 h, 
the mixture was extracted with ethyl acetate (3x). The aqueous fraction was added to 
35 aqueous 6 N sodium hydroxide (30 mL) and the pH adjusted to 1 1. The solution was 
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EXAMPLE 236 

SYNTHESIS OF {3-[4-(5-(lH-l,2,3,4-TETRAZO-5-YL)(lH-INDAZOL-3- 

YL))PHENOXY]PROPYL}DIMETHYIAMINE 



5 H 




15 



20 



25 



A. 



3-{4-r3-(dimethvlaminoW opoxv1p hen yn-lH-indazole-5-carfaoTiitri1e 

Triphenylphosphine (1 .3 1 g, 5.00 mmol), THF (4.00 mL), 3-N.N- - 
dimethylaminopropanol (0.592 mL, 5.00 mmol) and diethylazodicarboxylate (0.788 mL, 
5.00 mmol) were added to 3-(4-hydroxyphenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
carbonitrile (0.400 g, 1.25 mmol). The mixture was stirred at ambient temperature for 15.5 h 
and poured into aqueous 6 N hydrochloric acid (30 mL). After stirring at ambient 
temperature for 4 h, the mixture was extracted with ethyl acetate (3x). The aqueous fraction 
was added to aqueous 6 N NaOH (30 mL) and the pH adjusted to 1 1. The solution was 
extracted with ethyl acetate (3x) and the organic fractions were combined and dried over 
anhydrous sodium sulfate, filtered and evaporated. Purification by flash chromatography on 
silica gel pretreated with 2% triethylamine/hexanes followed by 0-20% ethyl acetate/hexanes, 
sonication of the product in ethyl acetate (3 mL), addition of hexanes (20 mL) and filtration 
gave the title compound (0.206 g, 51% yield). ES-MS (m/z) 321 [M+l] + 



B. 



3-f4-f 5-( 1 H-1 ^.S^-Tetra^o-S-vnriH-indazol-S-vl^p hennv 
dimethvlamine 

3- {4-[3-(Dimethylammo)propoxy]phenyl}-lH-mdazole-5-carbonitrile (0.206 
g, 0.643 mmol) and tri-n-butyltin azide (0.967 mL, 3.53 mmol) were refluxed for 19 h in 
30 toluene (6.77 mL) saturated with anhydrous hydrochloric acid. The mixture was 

concentrated, then dioxane (6.5 mL) and aqueous 6 N hydrochloric acid (6.5 mL) were 
added. The mixture was stirred at ambient temperature for 4 h and then added to 
concentrated ammonium hydroxide (30 mL). Extraction with hexanes (3x) followed by 
extraction with ether (3x) gave a crude solid which was filtered. Methanol was added to the 

35 

filtrate and the solid product collected. This step was repeated. The remaining filtrate was 
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compound (1 Img, 32% yield). 'H NMR (DMSO-d 6 ) 8 13.5 (s, 1H), 8.6 (s, 1H), 8.0 (m, 
3H), 7.6 (d, 1H), 7.4 (t, 2H), 2.95 (m, 2H), 2.7 ( m , 2H); ES-MS m/z 352 [M+H] + . 

EXAMPT.F.7^4 

SYNTHESIS OF 3-(2H-BENZO[D]l,3-DIOXOLEN-5-YL)-lH-INDAZOLE.5- 

CARBOXAMIDE 



10 



H 2 N 




15 A . 



3-(2H-Ben2ordl 1 ,3-dioxolen-5-vn-l H-inHa zole-5-cflrhnvsn,;,^ 

The title compound was prepared as described in Example 149 F using 3- 
(2H-ber^ord]13-dioxolen-5-yl)-lH-mda Z ole-5-carbonitrile (256 mg, 0.97 mmol) to provide 
the title compound (169 mg, 62% yield): 'H NMR (DMSO-d 6 ) 8 13.33 ( S ,1H), 8 56 (s 1H) 
8.16 (s, 1H), 7.92 (d, 1H), 7.60-7.53 (m, 3H), 7.32 (s, 1H), 7.09 (d, 1H). 6.11 (s, 2H); ES- ' 
20 MS(m/z)282[M+l] v . 



25 



30 



EXAMPTF. 235 

SYNTHESIS OF 5-METHYL-3-(4-FLUOROPHENYL)- 1H-INDAZOLE 




The title compound was prepared as described in Example 12 A using 2- 
amino-5-methylphenyl 4-fluorophenyl ketone (4.61 g, 20.1 mmol) (2.5 mg, 60% yield) »H 
NMR (DMSO-d 6 ) 8 13.1 ( s , 1H), 8.04-7.98 (m, 2H), 7.83 (br s, 1H), 7.48 (d, 1H), 7.37-7 3 
35 (m, 3H), 7.24 (d, 1H), 2.45 (s, 3H); ES-MS (m/z) 227 [M+l] + . 
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hydroxide solution. The reaction was heated to 60 °C for 2 hours. The reaction mixture was 
acidified with a few drops of 6.0 N aqueous hydrogen chloride solution and the product was 
further precipitated upon addition of 20 mL of water. The intermediate was isolated by 
filtration, washed 3 times with 5 mL portions of water and dried in a vacuum oven 
5 overnight. The yield was not calculated: ES-MS (m/z) 409 [M+H] + . 

« 

C. 3-(3-Aminophenvl)-lH-indazole-5"Carboxamide 

Intermediate 3-[3-(2-methoxyacetamino)phenyl]- 1 -perhydro-2H-pyran-2-yl- 
lH-indazole-5-carboxamide was dissolved in 5 mL of methanol and hydrogen chloride gas 

1 0 was bubbled through the solution for 20 min. The resulting suspension was stinred at room 
temperature for 3 hours. The pH of the reaction mixture was made basic through the 
addition of sodium bicarbonate and the crude product was extracted with ethyl acetate. The 
title compound was isolated after purification by preparative HPLC (15-80% acetonitrile in 
water) (0.043 g, 36% over 3 steps): l H NMR (CD 3 OD) 8 8.6 (s, 1H), 7.9 (dd, 1H), 7.6 (d, 

15 1H), 7.3-7.2 (m, 3H), 6.8 (dt, 1H); ES-MS (m/z) 253 [M+H] + . 



EXAMPLE 233 

SYNTHESIS OF 3-{5-[3-(4-FLUOROPHENYL)-lH-INDAZOI^5-YL]-4H-^ 

TRIAZOL-3-YL} PROPANOIC ACID 

20 

H 



25 




To a flask containing ethyl 3-{5-{3-(4-fluorophenyl)-lH-indazole-5-yl]-4H- 
l,2,4-triazol-3-yl}propanoate (37mg, O.lmmol) was added lithium hydroxide monohydrate 
(8.2mg, 0.2mmol). This was taken up in tetrahydrofuran and allowed to stir under a nitrogen 
atmosphere overnight. The reaction was acidified slightly. The product was found to be 
soluble in both the aqueous and organic layers. The layers were concentrated and the 
product was purified by semipreparative HPLC (20-80% acetonitrile with 0.1% formic acid 
over 30 minutes). The fractions containing the compound were concentrated to yield the title 
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amine (0.655 mL, 4.7 mmol). The title product was purified by column chromatography 
(SiQ 2 , 5% methanol in dichloromethane) (0.215 g, 54% yield): ES-MS (m/z) 424 [M+H] + . 



B. 



N-r3-(5-(2H-l ,?. 3 4-Tetrazol-5-v1 VlH-indazol-3-vm P henvll-3-nv ridv1c a rhov aT n,H P 
5 The title compound was prepared according to the procedure described for 

the preparation of compound 222 C using N-[3-(5-Cyano-l-perhydro-2H-pyran-2-yl(lH- 
indazol-3-yl))phenyl]-3-pyridylcarboxamide (0.215 g, 0.508 mmol) in toluene (6 mL) was 
added azidotributyltin (0.612 mL, 2.23 mmol). The product was purified by preparatory 
HPLC (15-80% acetonitrile in water) (0.035 g, 18 % yield over 2 steps): 'H NMR (CD 3 OD) 
10 8 9.1 (s, 1H), 8.8 (s, 1H), 8.7 (d, 1H), 8.4 (d, 1H), 8.2 (s, 1H), 8.1 (d, 1H), 8.0 (d, 1H), 7.9 
(d, 1H), 7.6-7.5 (m, 4H); ES-MS (m/z) 383 [M+H] + . 



15 



20 



EXAMPLE 232 

SYNTHESIS OF 3-(3-AMINOPHE>ninL)-lH-INDAZOLE-5-CARBOXAM]DE 




NH 2 



25 



30 



A. 



N-r3-(5-Cvano-1-perhvdro-2 H-Pvran-2-v1flH-indazo1-3-vn D henv11-?.- 
methoxvacetamide 

The title compound was prepared using 3-(3-aminophenyl)-l-perhydro-2H- 
pyran-2-yMH-indazole-5- carbonitrile (0.150 g, 0.47 mmol) in tetrahydrofuran (5 mL), 2- 
methoxy acetyl chloride (0.086 mL, 0.94 mmol) and triethyl amine (0.327 mL, 2.35 mmol). 
The crude product was isolated after partition of the reaction mixture between ethyl acetate 
and water. The yield was not calculated: ES-MS (m/z) 391 [M+H] + . 



B. 



S-rS^-MethoxvacetaniinoVhen vll-l-perhYdro^H-pvran^-vl-IH-indazole-S- 
carboxamide 

To a solution of N-[3-(5-cyano-l-perhydro-2H-pyran-2-yl(lH-indazole-3 
yl))phenyl]-2-methoxyacetamide in 4 mL of ethanol, was added 4 mL of 30% wt. 
35 commercial solution of hydrogen peroxide and 0.200 mL of 6.0 N aqueous sodium 
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A- N-r:W5-Cva no- 1 -perhvdro-2H- P vr fl n- 2-vlf 1 H-indazol-3-vlV)phenvn-3- 
mcthoxvpropanamide 

The title compound was prepared as described in example 222B using 3-(3- 
aminophcn> l)-l-perhydro-2H-pyran-2-yl-lH-mdazole-5-carbonitrile (0.300 g, 0.94 mmol) in 
dichloromethane (10 mL), 3-methoxypropionic acid (0.097 mL, 1.034 mmol), and l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.216 g, 1.13 mmol). The product 
was used without chromatographic purification (0.437 g, quantitative yield): ES-MS (m/z) 
405 [M+H]\ 



10 B. N-f3-(5-(2H- 1 .2.3.4-Tetra2ol-5-vl¥lH-indazol-3-vl^Dhenvn-3-fu 
methox'vpropanamide 

The title compound was prepared according to the procedure described for 
the preparation of compound 222 C using N-[3-(5-cyano-l-perhydro-2H-pyran-2cyl(lH- 
indazol-3-yl))phenyl]-3-methoxypropanarnide (0.437 g, 0.94 mmol) in toluene (8 mL) and 
15 azidotributyltin (1.13 mL,4.13 mmol). The product was purified by preparatory HPLC (15- 
80% acetonitrile in water) (0.189 g, 55 % yield over 3 steps): 'H NMR (CD 3 OD) 8 10.06 (s, 
1H), 8.7 (s, 1H), 8.2 (s, 1H), 8.09 (dd, 1H), 7.77 (d, 1H), 7.74 (d, 1H), 7.67 (d, 1H), 7.5 (t, 
1H), 3.76 (t, 2H), 3.38 (s, 3H), 2.68 (t, 2H); ES-MS (m/z) 364 [M+H]^. 



20 



EXAMPLE 231 

SYNTHESIS OF N-[3-(5-(2H-l,2,3,4-TETRAZOL-5-YL)(lH-INDAZOL-3- 

YL))PHENYL]-3-PYRIDYLCARBOXAMIDE 



25 



30 



A. 




N-rS-rS-Cvano-l-perhvdro^H-pyran^-vinH-indazol-S-vntphenvn-S- 
p yridvlcarbox amide 

The title compound was prepared according to the procedure described in 
225A, using 3-(3-anu^ophenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile 
35 (0.300 g, 0.94 mmol), nicotinoyl chloride hydrochloride (0.334 mL, 1 .88 mmol), and triethyl 
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EXAMPLE 229 

SYNTHESIS OF 4-(5-(2H-l,2,3,4-TETRAAZOL-5-YL)(lH-INDAZOL-3-YL))-l,2- 

DIMETHOXYBENZENE 




H 3 C 



To a solution of 3-(3,4-dimemoxyphenyl)-lH-mdazole-5-carbomtjile (190 
mg, 0.68 mmol) in toluene (10 niL) was added tributyltin azide (930 uL, 3.4 mmol). The 

15 solution was heated to reflux for 12 hours when 3 N NaOH (80 mL) was added and the 

solution extracted with ethyl acetate (2x20 mL). The aqueous layer was then acidified with 4 
N HC1 to pH<l and extracted with ethyl acetate (3x30 mL). The combined organic layers 
were dried (NajSO,) and concentrated to an oil. After remaining at room temperature for 14 
hours, the product crystallized from solution to recover, after filtration and drying, the title 

20 compound (115 mg, 53% yield). 'H NMR (DMSO-d 6 ) 6 13.4 (s, 1H), 8.70 (s, 1H), 8.04 (d, 
1H), 7.75 (d, 1H), 7.54 (d, 1H), 7.49 (s, 1H), 7.12 (d, 1H), 3.85 (s, 3H), 3.81 (s, 3H); ES- 
MS (m/z) 323 [M+l] + . 

EXAMPLE 230 

25 SYNTHESIS OF N-[3-(5-(2H-l,2,3,4-TETRAZOL-5-YL)(lH-INDAZOL-3- 

YL))PHENYL] - 3 -METHOXYPROP AN AMIDE 



30 
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EXAMPLE 228 
SYNTHESIS OF ETHYL-4-{5-[3-(4-Fm^ 

1 ,2,4-TRIAZOL-3-YL}BUTANOATE 



10 




To a round bottom flask under a nitrogen atmosphere containing tert-butyl 
15 carbazate (5.0 g, 0.044mmol) was added dichloromethane (50 mL) and triethylamine (5 mL, 
0.04 mmol). The flask was placed in an ice bath and to the reaction was added ethyl succinyl 
chloride (6.22 mL, 0.044 mmol). The reaction was allowed to stir at room temperature 
overnight. Solvent was removed and the material was taken up in anhydrous ethanol. 
Gaseous hydrochloric acid was bubbled into the reaction and a solid crashed out of solution 
20 that was collected by filtration. This compound was determined to be ethyl 4-(N- 

aminocarbamoyl)butanoate. To a round bottom flask was added ethoxy[3-(4-fluorophenyl)( 
lH-indazol-5-yl)]methylanimine hydrochloride (200 mg, 0.62 mmol), triethylamine (0.25 
mL, 1.86 mmol), and 3-(N-aminocarbamoyl)propanoate (260 mg, 1.25 mmol). This was 
taken up in anhydrous ethanol (10 mL) and molecular sieves were added to the reaction 
25 mixture. The reaction was allowed to stir at 75 °C overnight while under a nitrogen 

atmosphere. The solvent was removed and the material was purified by preparative HPLC 
(30-100% acetonitrile over 20 minutes) to yield the title compound (9 mg, 3.7% yield). 
Retention time 9.8 minutes 20-100% ODS 1 mL/min; ES-MS m/z 394 [M+H] + . 

30 



35 

X 
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with 6.0 N aq. 1 ICI to give maximum visual turbidity (approximately P H 5.0 - 5.5) and the 
mixture was extracted with 2 x EtOAc. The combined organics were dried (Na^O*), 
filtered, and concentrated. Purification by silica gel chromatography using 0-20% MeOH in 
EtOAc as elucnts afforded the title compound (43.1 mg, 8.82% yield): 'H NMR (DMSO-d 6 ) 
6 13.54 ( s, III), 8.72 (s, 1H), 8.10 (d, 1H), 7.77 (d, 1H), 7.61 (d, 1H), 7.52-7.45 (m, 2H), 
7.06 (d, 1H), 4.23 (t, 2H), 3.65-3.56 (m, 4H), 2.82 (t, 2H), 2.52-2.45 (m, 4H); ES-MS (m/z) 
392 [M+1]\ 



EXAMPLE 227 

SYNTHESIS OF ETHYL 3-{5-{3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]-4H- 

l,2,4-TRIAZOL-3-YL}PROPANOATE 



15 




20 



To a round bottom flask under a nitrogen atmosphere containing tert-butyl 
carbazate (1.0 g, 0.008 mol) was added dichloromethane (16 mL) and triethylamine (1.06 
mL, 0.008 mol). The flask was placed in an ice bath and to the reaction was added ethyl 
glytaryl chloride (1 .38 mL, 0.0088 mol). The reaction was allowed to stir at room 
25 temperature overnight. Solvent was removed and the material was taken up in anhydrous 
ethanol. Gaseous hydrochloric acid was bubbled into the reaction and a solid crashed out of 
solution that was collected by filtration. This compound was determined to be ethyl 3-(N- 
aminocarbamoyl)propanoate. To a round bottom flask was added ethoxy[3-(4- 
fluorophenyl)(lH-indazol-5-yl)]methylamine hydrochloride (200mg, 0.62 mmol), 
30 triethylamine (0.25 mL, 1.86 mmol), and 3-(N-aminocarbamoyl)propanoate (243 mg, 1.25 
mmol). This was taken up in anhydrous ethanol (10 mL) and molecular sieves were added to 
the reaction mixture. The reaction was allowed to stir at 75 °C overnight while under a 
nitrogen atmosphere. The solvent was removed and the material was purified by preparative 
HPLC (30-100 % acetonitrile over 20 minutes) to yield the title compound (38 mg, 16% 
35 yield). Retention time 9.764 minutes 20-100% ODS 1 mL/min; ES-MS m/z 380 [M+H] + . 
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the preparation of compound 222C using N-[3-(5-cyano-l-perhydro-2H-pyran-2-yl(lH- 
indazole-3-yl))phenyl]-2-ftuylcarboxanxide (0.370 g, 0.89 mmol) in toluene (8 mL) and 
azidotributyltin (1.08 mL, 3.94 mmol). The product was purified by preparatory HPLC (15- 
80% acetonitrile in water) (0.042 g, 13 % yield over 2 steps): ] H NMR (CD 3 OD) 5 8.8 (s, 
5 1H), 8.4 (t, 1H), 8.1 (dd, 1H), 7.8-7.7 (m, 4H), 7.5 (t, 1H), 7.3 (dd, 1H), 6.67 (dd, 1H); ES- 
MS (m/z) 372 [M+H] + . 

EXAMPLE 226 
SYNTHESIS OF l-(5-(lH-l,2,3,4-TETRAAZOL-5-^ 
1 0 MORPHOLIN-4-YLETHOXY)BENZENE 



15 




A. 1 -(5-aH- 1 .2.3.4-Tetraazol-5-vW lH-indazol-3-vnV3-f 2-morpholin-4- 
20 vlethoxvYbenzene 

A mixture of 3-(3-hydroxyphenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
carbonitrile (400 mg, 1.25 mmol), triphenylphosphine (Ph 3 P, 1.31 g, 5.00 mmol, 4.00 
equiv.), 4.00 mL THF, 4-(2-hydroxyethyl)moipholine (656 mg, 5.00 mmol, 4.00 equiv.), and 
diethyl azodicarboxylate (DEAD, 871 mg, 5.00 mmol, 4.00 equiv.) were stirred at room 

25 temperature for 3 days. The reaction was diluted with EtOAc and washed with 2 x 6.0 N aq. 
HCL The combined aqueous layers were extracted with 2 x EtOAc. The acidic aqueous layer 
was allowed to stand at room temperature for 5 h, and then added to enough 6.0 N aq. 
NaOH such that the final pH > 12.0. The aqueous layer was extracted with EtOAc. The 
organic layer was dried (Na^O^, filtered and concentrated. Purification by silica gel 

30 chromatography using 0-5% MeOH in EtOAc as eluent afforded an oil. A mixture of the oil 
(1.25 mmol), azidotributyltin (Bu 3 SnN 3 , 2.35 g, 7.08 mmol, 5.66 equiv.), and 13.5 mL 
toluene was refluxed for 17.5 h and concentrated to an oil. To the oil was added 6.5 mL of 
dioxane and 6.5 mL of 6.0 N aq. HC1. The mixture was stirred at room temperature for 4 h 
and then added to 25 mL of 6.0 N aq. NaOH. The mixture was extracted with 3 x hexanes, 

35 and 3 x Et 2 0. The aqueous layer was filtered to remove particulates. The pH was adjusted 
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dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.216 g, 1.13 mmol). The product 
was used without chromatographic purification (0.362 g, 84%): ES-MS (m/z) 458 [M+H] + . 

B. N-r3-(5-(2H- 1 -2.3 .4-Tefrazol-5-vl¥lH -indazol-3-v1V)phenvl'|-3- 

5 piperidvlpropanamide 

The title compound was prepared according to the procedure described for 
the preparation of compound 222 C using N-[3-(5-cyano-l-perhydro-2H-pyran-2-yl(lH- 
indazol-3-yl))phenyl]-3-piperidylpropanamide (0.362 g, 0.74 mmol) in toluene (8 mL) and 
azidotributyltin (0.477 mL, 1 .74 mmol). The product was purified by preparatory HPLC 

10 (15-80% acetonitrile in water) (0.077 g, 25 % yield over 2 steps): ! H NMR (CD 3 OD) 5 8.7 
(s, 1H), 8.2 (s, 1H), 8.1 (d, 1H), 7.78 (d, 1H), 7.74 (d, 2H), 7.64 (d, 1H), 7.5 (s, 1H), 3.2 (t, 
2H), 3.0 (br s, 4H), 2.8 (t, 2H), 1.8 (quint, 4H), 1.6 (m, 2H); ES-MS (m/z) 417 [M+H] + . 

EXAMPLE 225 

15 SYNTHESIS OF N-[3-(5-(2H-l,2,3,4-TETRAZOL-5-YL)(lH-INDAZOL-3- 

YL))PHENYL]-2-FURYLCARBOXAMIDE 



20 




A. N-f3-f5-Cvano-l-perhvdro-2H-PvraTi-2-vlflH- indazol-3-vmphenvll-2- 

25 furvlcarboxamide 

To a solution of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole- 

5-carbonitrile (0.300 g, 0.94 mmol) in tetrahydrofuran (10 mL), was added 2-furoyl chloride 
(0.139 mL, 1.41 mmol) and triethyl amine (0.655 mL, 4.7 mmol). After stirring at room 
temperature overnight, the reaction mixture was concentrated under reduced pressure and 
30 the residue was partitioned between ethyl acetate and water. The organic phase was dried 
under vacuum and the title product was purified by column chromatography (Si0 2 , 20-30% 
ethyl acetate in hexanes) (0.370 g, 95%): ES-MS (m/z) 413 [M+H] + . 

B. N-r3-f5-(2H-17--3.4-Teti^ol-5-vl¥lH-indazol-3- vnVhenvl1-2-fuwlcarboxamide 
35 The title compound was prepared according to the procedure described for 
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eluting with 25% ethyl acetate/hexane to give the title compound (550 mg, 46% yield). ES- 
MS(m/z)364[M+l] + . 

B. 3~(3,4-Dimethoxvphenvl)-lH"inda2ole-5-carbonitrile 

5 To a solution of 3-(3,4-dimethoxyphenyl)-l-perhydro-2H-pyran-2-yl-lH- 

• indazole-5-carbonitrile (550 mg, 1.51 mmol) in methanol (30 mL) was added 6 N HC1 (30 
mL). The solution was stirred at room temperature for 3 hours when water (80 mL) was 
added and the suspension filtered to give after drying, the title compound (390 mg, 93% 
yield). ES-MS (m/z) 280 [M+l] + . 

10 

C. 3-(3 ,4-Dimethox vphenvl)- 1 H-indazole-5-caiboxamide 

To a solution of 3-(3,4^imethoxyphenyl)-lH-indazole-5-carbonitrile (200 
mg, 0.72 mmol) in ethanol (3.5 mL) was added 6 N NaOH (0.5 mL) followed byJH 2 0 2 (2.0 
mL of a 30% solution). The solution was heated to 45 °C for 1 hour when water (80 mL) 
1 5 was added and the pH adjusted to <1 with 3 N HCL The reaction was then filtered and the 
product dried to give the title compound (180 mg, 61 mmol, 84% yield). *H NMR (DMSO- 
d 6 ) 6 13.3 (s, 1H), 8.59 (s, 1H), 8.12 (br s, 1H), 7.92 (d, 1H), 7.6-7.5 (m, 2H), 7.52 (s, 1H), 
7.3 (br s, 1H), 7.13 (d, 1H), 3.87 (s, 3H), 3.84 (s, 3H); ES-MS (m/z) 298 [M+l] + . 

20 EXAMPLE 224 

SYNTHESIS OF N-[3-(5-(2H-U,3,4-TETRAZOL-5-YL)(lH-INDAZOL-3- 

YL) )PHENYL] -3 -PIPERID YLPROP AN AMIDE 




piperidvlpropanamide 

The title compound was prepared as described in example 222B using 3-(3- 
aminophenyl)-l-perhydro-2H-pyran-2-yl-l^ (0.300 g, 0.94 mmol) in 

35 dichloromethane (10 mL), 1-piperidinepropionic acid (0.162 g, 1.034 mmol) and l-(3- 
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was dried over sodium sulfate and evaporated to dryness. The title compound was purified 
by column chromatography (Si0 2 , 25% ethyl acetate in hexanes) (0.370 g, 84%)- ES-MS 
(m/z) 489 [M+ Na], 467 [M+H] + . 

5 C - N-r3-(5-2H- 1 2,3,4- Tetrazol - 5 -vlVlH-mH a7 nie-3-vny h ft ny117- 
phenoxvpropan amide 

To a solution of N-[3-(5-cyano-l- P erhydro-2H-pyran-2-yl(lH-indazole-3- 
yl))phenyl]-2-phenoxypropanamide (0.370 g, 0.79 mmol) in toluene (10 mL) was added 
^ azidotributyltin (0.952 mL, 3.48 mmol),The reaction mixture was stirred overnight at reflux 

temperature ofthe solvent. Volatile materials were removed under reduced pressure The 
oily residue was dissolved in 20 mL of toluene and HC1 gas was bubbled through the 
solution for 20 min. The suspension was stirred at room temperature for 12 hours. The solid 
was decanted and washed 3 times with small portions of toluene. The crude product was 
purified by preparatory HPLC (15-80% acetonitrile in water) (0.107 g, 32 % yield over 2 
steps): * NMR (CD 3 OD) 5 8.7 (s, 1H), 8.2 (s, 1H), 8.1 (d, 1H), 7.8 (t, 1H), 7.7 (d 2H) 
7.5 (t, 1H), 7.3 (t, 2H), 7.0 (d, 2H), 6.9 (t, 1H), 1.6 (d,3H); ES-MS (m/z) 426 [M +H ] + ' 



20 



25 



EXAMPLE 0.77. 

SYNTHESIS OF 3-(3,4-DIMETHOXYT>HENYL)-lH-INDAZOLE-5-CARBOXAMIDE " 




A. 

30 



S-fS^-Dimethoxyp hen viyi^^ 

To a solution of 3-bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
carbonitrile (1 .0 g, 0.327 mmol) in ethylene glycol dimethylether (35 mL) was added 3 4- 
dimethoxyphenyl boronic acid (892 mg, 4.9 mmol), potassium phosphate (6.9 g , 33 mmol) 
and [l,l'-bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) (267 mg' 
0.33 mmol). The reaction was heated to reflux for 12 hours when the solvent was removed 
under vacuo and the crude reaction mixture subjected to chromatography on silica gel 
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EXAMPLE 222 

SYNTHESIS OF N-[3-(5-2H-l,2,3,4-TETRAZOL-5-YL)(lH-INDAZOL-3- 

YL))PHENYL]2-PHENOXYPROP AN AMIDE 



5 




H 
N 



HN 



10 



15 

A- 3-(3-ammn phenvlVl-perhvdro-2H-p\Tan-2-vl-lH-indazole-5-carbonitri1e 

The title compound was prepared as described in example 161 using 3- 
bromo-l-perhydro-2H-pjran-2-yl-lH-indazole-5-carbonitrile (1.7 g, 5.55 mmol), in ethylene 
glycol dimethyl ether (60 mL), 3-amino boronic acid (1.72 g, 1 1.10 mmol), [1,1*- 

20 bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) (0.641 g, 0.555 
mmol), and potassium phosphate (5.89 g, 27.75 mmol). A second batch was prepared using 
3-bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (2.0 g, 6.53 mmol), in 
ethylene glycol dimethyl ether (70 mL), 3-amino boronic acid (2.025 g, 13.06 mmol), [l,V- 
bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) (0.755 g, 0.653 

25 mmol), and potassium phosphate (6.92 g, 32.65 mmol). The crude compounds were 

combined and purified by column chromatography using 30% ethyl acetate in hexanes (3.2 g, 
82 % yield): ES-MS (m/z) 319 [M+H] + . 

B. N-rS-fS-Cvano-l-perhvdro^H-pvran^-vl-flH-indazole-S-vl^phenvn^- 
*0 phenoxvpropanamide 

To a solution of 3-(3-aminophenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-- 
5-carbonitrile (0.300 g, 0.94 mmol) in dichloromethane (10 mL) was added 2-phenoxy 
propionic acid (0.172 g, 1.034 mmol) and l-(3-dimemylaminopropyl)-3-ethylcarbodiimide 
hydrochloride (0.216 g, 1.13 mmol). After overnight reaction at room temperature, the 
i5 reaction mixture was partitioned between dichloromethane and water. The organic phase 
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extracted with 3 x hexanes, and 3 x Et 2 0. The aqueous layer was filtered to remove 
particulates. The pH was adjusted with 6.0 N aq. HC1 to give maximum visual turbidity 
(approximately pH 5.0 - 5.5) and then the mixture was extracted with 2 x EtOAc. The 
combined organics were dried (Na 2 S0 4 ), filtered, and concentrated. The product was 
5 triturated in 5% EtOAc in hexanes. Filtration and drying of the solid afforded the title 
compound (29.0 mg, S.90% yield): «H NMR (CDCl 3 /CD 3 OD) 6 8.75 (s, 1H), 8.08 (d, 1H), 
7.95 (d, 2H), 7.70 (m, 1H), 7.13 (d, 2H), 4.30 (t, 2H), 3.85-3.79 (m, 4H), 3.07 (t, 2H), 
2.89-2.80 (m, 4H); ES-MS (m/z) 392 [M+l] + . 

10 Eg AMPLE 221 

SYNTHESIS OF 4-[3-(4-FLUOROPHENYL)-lH-INDAZOLE-5-YL]PYRIMIDINE- 

2-YL AMINE 



15 




20 



A solution of l-[3-(4-fluorophenyl)-lH-indazol-5-yl]ethan-l-one (73 mg, 
0.29 mmol) in dimethoxy DMF acetal (25 mL) was heated to 90°C overnight. The solution 
was then concentrated to an oil under vacuo when methanol (10 mL), guanidine (55 mg, 
0.57 mmol), and NaOMe (290 uL of a 2 N solution, 0.58 mmol) was added. The reaction 
25 was then heated in a sealed tube to 120'C overnight. The reaction was then acidified with 
trifluoroacetic acid then subjected to preparative HPLC (CH 3 CN/water 0.1%TFA) to 
recover the final compound (3 mg, 3% yield). *H NMR (DMSO-d 6 ) 5 13.5 (br s, 1H), 8.78 
(s, 1H), 8.35 (d, 1H), 8.19 (d, 1H), 8.06 (dd, 2H), 7.72 (d, 1H), 7.53 (d, 1H), 7.38 (t, 2H); 
ES-MS (m/z) 306 [M+l] + . 



30 



35 
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EXAMPLE 220 
SYNTHESIS OF l-(5-(lH-l,2,3,4-TETRAAZOL-5-^ 

MORPHOLIN-4-YLETHOXY)BENZENE 

5 

H 



10 




A. 3-r4-(2-Mon3holin-4-vl-ethoxv)phenvl~|- 1 H-indazole-5-carbonitrile 
15 A mixture of 3-(4-hydroxyphenyl)-l-peA 

carbonitrile (400 mg, 1.25 mmol), triphenylphosphine (Ph 3 P, 1.31 g, 5.00 mmol, 4.00 
equiv.), 4.00 mL THF, 4-(2-hydroxyethyl)morpholine (656 mg, 5.00 mmol, 4.00 equiv.), and 
diethyl azodicarboxylate (DE AD, 871 mg, 5.00 mmol, 4.00 equiv.) were stirred at room 
temperature for 5 days. The reaction was diluted with EtOAc and washed with 2 x 6.0 N 

20 aq. HC1. The combined aqueous layers were extracted with 2 x EtOAc. The acidic 

aqueous layer was allowed to stand at room temperature for 5 h, and then added to enough 
6.0 N aq. NaOH such that the final pH > 12.0. The aqueous layer was extracted with 
EtOAc. The organic layer was dried (Na^O^, filtered and concentrated. Purification by 
silica gel chromatography using 0-5% MeOH in EtOAc as eluent afforded an oil. 

25 Sonication of the oil in 15 mL of 10% EtOAc/hexane gave a precipitate. This mixture was 
diluted with 18 mL of hexanes, sonicated, and filtered affording the title compound (310 mg, 
71.1% yield: ES-MS (m/z) 349 [M+l] + . 

B. l-(5-(lH-L2 3 ,4-Tetraazol-5-vl¥ 1 H-indazol-3 -vrn-4-r2-moroholin-4- 
30 vlethoxv)benzene 

A mixture of 3-[4-(2-morphohn-4-ylethoxy)phenyl]-lH-indazole-5- 
carbonitrile (290 mg, 0.832 mmol), azidotributyltin (Bu 3 SnN 3 , 1.56 g, 4.70 mmol, 5.65 
equiv.), and 9.0 mL toluene was refluxed for 17;5 h and concentrated to an oil. To the oil 
was added 6.5 mL of dioxane and 6.5 mL of 6.0 N aq. HC1. The mixture was stirred at 
35 room temperature for 4 h and then added to 25 mL of 6.0 N aq. NaOH. The mixture was 
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10 



A - l-r3-r4-FluorophenvlVl-perhvdm-?K-p vr qn-2-vl-m-indazol-5-vl1etha n -1-nn ft 

To a solution of 3-(4-fluorophenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole- 
5-carbonitrile (215 mg, 0.67 mmol) in THF (10 mL) at -78°C was added methyl lithium (1.0 
mL of a 1.0 molar solution, 1.0 mmol). The reaction was allowed to warm to room 
temperature over 3 hours when it was quenched with water (80 mL) and extracted with ethyl 
acetate (3x30 mL). The combined ethyl acetate layers were dried (Na^Q,) and 
concentrated to an oil. The product was recovered from the crude by chromatography on 
silica gel eluting with 20% ethyl acetate/hexane to give 100 mg of a white solid (44% yield). 
ES-MS (m/z) 339 [M+l] + . 



B. 



1 -r3-(4-fluorophenvn-1 H-indazol-5-yllethan-l -one 

To a solution of l-[3-(4-fluorophenyl)-l-perhydro-2H-pyran-2-yl-lH- 
indazol-5-yl]ethan-l-one (100 mg, 0.30 mmol) in methanol (30 mL) was added 6.N HC1 (30 
mL). The solution was stirred at room temperature for 4.5 hours when the methanol was 
15 removed under vacuo and the solution made basic with saturated NajCC^. The suspension 
was then filtered and the product dried to give the title compound (83 mg, 100% yield). 'H 
NMR (DMSO-d 6 ) 8 8.64 (s, 1H), 8.1 (m, 2H), 7.97 (d, 1H), 7.67 (d, 1H), 7.40 (t, 2H), 2.69 
20 (s, 3H); ES-MS (m/z) 255 [M+lf. 



20 



EXAMPLE 21 Q 

SYNTHESIS OF 2-(5-(lH-l,2,3,4-TETRAAZOL-5-YL)-lH-INDAZOL-3. 

YL)BENZO[B]THIOPHENE 



25 



30 



A. 




2-(5-(lH-1.2.3.4-Tetr aazol-5-vn-lH-indazol-3-vnben7:nfb1thiophene 

The title compound was prepared as described in Example 170. A using 3- 
benzo[b]tbjophen-2-yl-lH-indazole-5-carbonitrile (294 mg, 1.07 mmol) (19.5 mg, 5.7 % 
yield): 'H NMR (DMSO-d^ 8 13.72 (s, 1H), 8.95 (s, 1H), 8.21 (s, 1H), 8.13 (d, 1H), 
35 8.03(d, 1H), 7.98 (d, 1H), 7.86 (d, 1H), 7.48-7.39 (m, 2H); ES-MS (m/z) 319 [M+l] + . 
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EXAMPLE 217 

SYNTHESIS OF l-{5-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL}-4H-l,2 > 4- 

TRIAZOL-3-YL}PROPAN-2-OL 

5 

H 



10 




To a flask was added ethyl-3-hydroxybutyrate (2.46 mL, 0.019 mitiol), 
hydrazine monohydrate (0.61 mL, 0.0127 mmol) and ethanol (12 mL). This was allowed to 

1 5 stir under a nitrogen atmosphere at 75 °C overnight. Gaseous hydrochloric acid was bubbled 
into the reaction and a solid crashed out of solution that was collected by filtration. This 
compound was determined to be N-amino-3-hydroxybutanamide. To a round bottom flask 
was added ethoxy[3-(4-fluorophenyl)(lH-indazol-5-yl)]methylanimine hydrochloride (200 
mg, 0.62 mmol), triethylamine (0.25 mL, 1.86 mmol), and N~amino-3-hydroxybutanamide 

20 (175 mg, 1.25 mmol). This was taken up in anhydrous ethanol (10 mL) and sodium sulfate 
was added to the reaction mixture. The reaction was allowed to stir at 75 °C overnight while 
under a nitrogen atmosphere. The solvent was removed and the material was purified by 
semipreparative HPLC (20-80 % acetonitrile over 30 minutes) to yield the title compound 
(60 mg, 28% yield). l H NMR (DMSO-d 6 ) 5 13.5 (s, 1H), 8.6 (s, 1H), 8.05 (m, 3H), 7.7 (d, 

25 1H), 7.4 (t, 2H), 4.1 (m, 1H), 2.85 (d, 2H), 1.15 (d, 3H); ES-MS m/z 338 [M+H] + . 

EXAMPLE 218 

SYNTHESIS OF l-[3-(4-FLUOROPHENYL)-lH 




-195- 



3NSDOCID: <WO 0210137A3JA> 



WO 02/010137 



PCT/USOl/23890 



mdazolyl}perhydro-2H-py™ (0.754 g, 1 .27 mmol) in ethylene glycol dimethyl ether (12 
mL), 3-aminophenyl boronic acid (0.296 g, 1.91 mmol), [l,r-bis(diphenylphosphino)- 
ferrocene] complex with dichloromethane (1:1) (0.147 g, 0.127 mmol), and potassium 
phosphate (1 .35 g, 6.35 mmol). It was isolated after chromatographic purification using 
25% ethyl acetate in hexanes (0.246g, 32% yield): ES-MS (m/z) 604 [M+H] + . 

D. 



2-Methoxy-N-f 3-{1 -r^hvdro-2H-p Vr an-?-vl-5-r2-^> h P n Y l TT1 ^ hv iv 1 _ 7 3 4 . tptra ^, 
S-yDKlH-indazol-^- yniDhenvnacetamide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[2- 
10 (triphenylmemyl)(l,2,3,4-tetra Z ol-5-yl)]-lH-mdazol-3^ (0 .246 g, 0.407 

mmol) in tetrahydrofuran (4 mL) was added 2-methoxyacetyl chloride (0.056 mL 0 61 
mmol) and triethyl amine (0.284 mL, 2.035 mmol). The reaction mixture was stirred 
overnight at room temperature before being partitioned between ethyl acetate and water 
The product was purified by column chromatography (40% ethyl acetate in hexanes) (0 104 
15 g, 38% yield): ES-MS (m/z) M+ was not detected. 



E " N- r 3-(5-(2H-1 2 ^ 4-Tetrazol-5-vl)rm-ind^ol-^-vnv ^ y i 1 . 2 . me thovv a ^t^,^ 

2-Methoxy-N-(3-{l-perhycho-2H-pyran-2-yl-5-[2-(triphenylinethyl)(l,2,3,4- 
tetrazol-S-yDJdH-indazol-S-yDlphenyDacetamide was dissolved in 3 mL of 4.0 N hydrogen 
20 chloride solution in dioxane. Aqueous hydrogen chloride solution (1 .0 mL, 6.0 N) was 
added and the solution was stirred at room temperature for 48 hours. The pH of the 
reaction mixture was made basic using 2.0 N aqueous sodium hydroxide and organic 
impurities were extracted with ethyl acetate. The pH of the aqueous phase was then 
adjusted to 4-5 using aqueous hydrochloric acid and the crude compound was extracted with 
ethyl acetate. The title compound was purified by preparative HPLC (15-80% acetonitrile in 
water) (0.025 g, 48% yield): 'H NMR (DMSO-d 6 ) 6 13.6 (s, 1H), 9.9 (s, 1H), 8.8 (s 1H) 
8.4 (s, 1H), 8.07 (d, 1H), 7.82 (d, 1H), 7.74 (d, 1H), 7.5 (t, 1H), 5.7 (s, 2H), 4.4 (s, 3H); ' 
ES-MS (m/z) 350 [M+H] + . 

30 



35 
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EXAMPLE 216 

SYNTHESIS OF N-[3-(5-(2H-l,2,3,4-TETRAZOL-5-YL)(lH-ESDAZOL-3- 

YL))PHENYL]-2-METHOXYACETAMIDE 




A - 2-f5-(2H-1.2.3.4-Tetraz ol-5-vn-3-bromo-lH-indazolvnDerhvdro-2H-pyran 

To a solution of 3-bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
carbonitrile (1.0 g, 3.27 mmol), in toluene (30 mL), was added tributyltin (2.270 mL, 8.2 
15 nunol). The reaction mixture was heated to reflux temperature of the solvent for 8 hours. 
Volatile materials were removed under reduced pressure. The oily residue was dissolved in 
20 mL of toluene and hydrogen chloride gas was bubbled through the solution for 20 min 
resulting in the formation of a suspension. The pH of the reaction was adjusted to 5 and the 
product was extracted with ethyl acetate (0.560 g, 48.5 % yield): ES-MS (m/z) 350 [M+HT 

20 

B. 



2-{3-Bromo-5-r2-(triphenvlmethvlV1 . 2.3.4-tetra7.nl-5-vni-lH-indazolvnp erhvdrn- 
2H-pvran 

To a solution of 2-(5-(2H-l,2,3,4-tetrazol-5-yl)-3-bromo-lH- 
indazolyl)perhydro-2H-pyran (0.554 g, 1.59 mmol) in dimethyl formamide (5 mL) was 

25 added triphenylmethyl chloride (0.662 g, 2.38 mmol), and methyl amine (1.1 10 mL, 7.95 
mmol). The reaction was heated to reflux temperature for 3.5 hours and maintained at room 
temperature overnight. The solvent was removed under reduced pressure. The resulting 
solid was dissolved in 20 mL of ethyl acetate and was washed with 10 ml-portions of water. 
The title compound was purified by column chromatography (Si0 2 , 20% ethyl acetate in 

30 hexanes) (0.754 g, 70%): ES-MS (m/z) mass not detected. 



C. 



3-{l-Perhvdro-2H-pvran- 2-vl-5-r2-ftriphenvlinethvnn.2.3.4-tetrazol-5-vni -1H- 
indazol-3-vllDhenvlamine 

The title compound was prepared according to the procedure described in 
35 example 209A using 2-{3-bromo-5-[2-(triphenylmethyl)(l,2 ; 3,4-tetrazol-5-yl)]-lH- 
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To a round bottom flask containing ethyl 2-{5-[-(4-fluorophenyl)-lH- 
indazol-5-yl]-41 1- 1 ,2,4-triazol-3-yl} acetate (100 mg, 0.27 mmol) was added ethanol (1.5 
ml), and the compound was dissolved in the solvent. To the flask was added 10% NaOH 
solution, and the reaction was allowed to stir for three hours. The compound was soluble in 
the aqueous layer so the solvent was removed. The compound was taken up in methanol 
and the solution was filtered. The organic layer was concentrated and the product was 
purified by semipreparative HPLC (20-80 % acetonitrile over 30 minutes) to yield the title 
compound (24 mg. 26 % yield). 'H NMR (DMSO-d 6 ) 8 13.5 (s, 1H), 8.6 (s, 1H), 8.0-8.1 
(in, 3H), 7.66 (d. Ill), 7.42 (m, 2H), 2.6 (s, 2H), ES-MS m/z 338 [M+H] + . 

EXAMPLE 215 

SYNTHESIS OF l-{5-{3-(4-FLUOROPHENYL)lH-INDAZOL-5-YL}-4H-l,2,4- 

TRIAZOL-3-YL} ETHAN- 1 -OL 



15 



20 




To a round bottom flask was added ethanol (12 ml), hydrazine monohydrate 
(0.61 ml, 0.0127 mol), and methyl lactate (1 .8 ml, 0.019 mol). This was allowed to heat at 
60 °C for three hours, then to 75 °C for three hours, and left to stir at room temperature 
overnight. Solvent and excess methyl lactate were removed under reduced pressure and the 
25 reaction mixture was diluted with additional ethanol. To the flask was bubbled in gaseous 
hydrochloric acid, a solid formed in solution. This was collected by filtration and washed 
with ethanol to yield N-amino-2-hydroxypropanamide. To a round bottom flask was added 
ethoxy[3-(4-fluorophenyl)(l H-indazol-5-yl)]memylammine hydrochloride (200 mg, 0.62 
mmol), ttiethylamine (0.25 mL, 1.86 mmol), and N-amino-2-hydroxypropanamide (150 mg, 

30 i .25 mmol). This was taken up in anhydrous ethanol (10 mL) and sodium sulfate was added 
to the reaction mixture. The reaction was allowed to stir at 75 °C overnight while under a 
nitrogen atmosphere. The solvent was removed and the material was purified by 
semipreparative HPLC (20-80 % acetonitrile over 30 minutes) to yield the title compound 
(30 mg, 15 % yield). 'H NMR (DMSO-d 6 ) 5 13.4 (s, 1H), 8.6 (s, 1H), 8.0-8.1 (m, 3H), 

35 7.65 (d, 1H), 7.4 (t, 2H), 4.9 (m, 1H), 1.5 (d, 3H), ES-MS m/z 324 [M+H] + . 
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EXAMPLE 213 

SYNTHESIS OF 4-{5-[3-(4-FLUOROPHENYL)-lH-INDAZOL-5-YL]-4H-l,2,4- 

TRIAZOL-3-YL} PHENOL 

5 



10 




To a round bottom flask containing l-{5-[3-(4-fluorophenyl)(lH-indazol-5- 
yl)](4H-l,2,4-triazol-3-yl)]-4-memoxybenzene (100 mg, 0.26 mmol) was added anhydrous 
dichloromethane (2 ml). The flask, under a nitrogen atmosphere, was placed in an ice/salt 
bath. To the flask was added boron tribromide (1.3 ml, 1 .3 mmol). The reaction was 
allowed to stir at 0°C for one hour and at room temperature for an additional four hours. 
The reaction was quenched with water and the solvent was removed. The product was 
extracted from the reaction mixture with ethyl acetate. The organic layer was dried with 
magnesium sulfate, filtered and concentrated . The product was purified by semipreparative 
HPLC (20-80 % acetonitrile over 30 minutes) to yield the title compound (18 mg, 18.7% 
yield). 'H NMR (DMSO-d 6 ) 8 13.5 (s, 1H), 9.95 (s, 1H), 8.65 (s, 1H), 8.1 (m, 3H), 7.95 
(m, 2H), 7.78 (d, 1H), 7.4 (m, 2H), 6.85 (m, 2H), ES-MS m/z 372 [M+H] + . 

* 

EXAMPLE 214 

SYNTHESIS OF 2-{5-[3-(4-FLUOROPHENYL)lH-INDAZOL-5-YL]-4H-l,2,4- 

TRIAZOL-3-YL} ACETIC ACID 
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mL), were added, nicotinoyl chloride-hydrochloride (0.148 g, 0.83 mmol), triethyl amine 
(0.210 g, 2.07 mmol, 0.289 mL), and 2 mL of dimethyl formamide. The reaction mixture 
was stirred at room temperature for 12 hours. After evaporation of the solvent, the residue 
was dissolved in 10 mL of ethyl acetate and was washed 3 times with water (5 mL). The 
crude was used without further purification. ES-MS (m/z) 708 [M+l] + . 



B. 



N-r3-(5<lH-1 1 2 1 4-Tria z o l-3- V l)riH^nd a Z ol-3-v1^nh ft nvlV 3-nvridv1..^ 

Hydrolysis was performed by stirring N-[3-{l-perhydro-2H-pyran-2-yl-5-[l 
(triphenylmethyl)(l ,2,4-triazo W-yl)](lH-mda Z ol-3-yl)}phenyl)-3-pyridylcarboxamide in 4 
10 mL of 4.0 N commercial solution of HC1 in dioxane and 2 mL of 6.0 N aqueous HC1, at 
room temperature for 1 8 hours. The title compound was purified by preparative HPLC and 
neutralized with aqueous sodium hydroxide (0.046 g, 29 % yield over 2 steps): 'H NMR 
(DMSO-d^ 5 8.8 (s, 1H), 8.6 (s, 1H), 8.3 (s, 1H), 8.0 (d, 1H), 7.8-7.7 (m, 4H), 7.5 (t, 1H), 
7.3 (d, 1H), 6.6 (m, 1H); ES-MS (m/z) 382 [M+l] + . 

15 

EXAMPLE 21?. 

SYNTHESIS OF 5-[3-(4-FLUOROPHENYL)(lH-INDAZOL-5-YL)]-3-(3-PYKIDYL)- 

4H- 1,2,4-TRIAZOLE 

20 



25 




The procedure described in Example 123 using ethoxy[3-(4- 
fluorophenyl)(lH-mdazol-5-yl)]memylanirnine hydrochloride (200 mg, 0.62 mmol), 
triethylamine (0.25ml, 1.86 mmol), and nicotinic hydrazide (171.4 mg, 1.25 mmol) was used 
to prepare the title compound (124 mg, 56% yield). "H NMR (DMSO-d 6 ) 5 9.45 (s, 1H), 
9.05 (d, 1H), 8.8 (m, 2H), 8.18 (d, 1H), 8.0-8.1 (m, 3H), 7.75 (d, 1H), 7.33 (t, 2H), ES-MS 
m/z 357 [M+H] + . 
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EXAMPLE 210 

SYNTHESIS OF 5-[3-(2-PHENYI£THYNYI.)-lH-IlS[DAZOL-5-YL]-lH-l,2,4- 

TRIAZOLE 



10 




A. 5-r3-(2-phenvlethvnvn-lH-indazol-5-vn-lH-1.2.4-triazole 

The title compound was prepared as described in Example 185 A using 3-(2- 
1 5 phenylethynyl)-lH-indazole-5-carboxamide (73.8 mg, 0.282 mmol). Further purification by 
prep HPLC afforded the title compound (11.7 mg, 14.6% yield): 'H NMR (DMSO-d 6 ) 8 
13.71 (br, 1H), 8.46 (s, and br s, 2H), 8. 12 (d, 1H), 7.78-7.65 (in, 3H), 7.51-7.47 (m, 3H); 
ES-MS (m/z) 286 [M+l] + . 

20 EXAMPLE 211 

SYNTHESIS OFN-[3-(5-( lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL]- 

3-PYRIDYLCARBOXAMIDE 



25 



30 




A. N-P- (1 -Perhvdro-2H-pvran-2-vl-5-r 1 -ftriphenvlmethynf 1 .2.4-triazol>3-vnif 1H> 
inda2ol-3-vl)lphenvl>-3-pvrid vlcarhoyaTnide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(^ 
35 triazol-3 -yl)] - 1 H-indazol-3 -yl } phenylamine (0.250 g, 0.415 mmol), in tetrahydrofuran (5 
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EXAMPLE 209 

SYNTHESIS OF N-[3K5KlH-l,2,4-TRlA^OL-3-YL)(lH-INDAZOL-3-YL))PHENYL]-2- 

FURYLC ARBOXAMIDE 



N 



^ — NH 




10 



A. 2-Furvl-N-(3-n-perhvdro-2H-p\Tan-2-vl-541-ftriohenvlmethvl¥1.2.4-triazol-3- 
ylV| ( 1 H-indazol-3- vlM phenvDcarboxamide 

To a solution of 3- { 1 -perhydro-2H-pyran-2-yl-5-[ 1 -(triphenylmethyl)( 1 ,2,4- 
1 5 triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0. 125 g, 0.207 mmol), in tetrahydrofuran (5 
mL), were added, 2-furoyl chloride (0.041 g, 0.315 mmol, 0.031 mL) and triethyl amine 
(0.107 g, 1 .06 mmol, 0.147 mL). The reaction mixture was stirred at room temperature for 
12 hours. After evaporation of the solvent, the residue was dissolved in 10 mL of ethyl 
acetate and was washed 3 times with water (5 mL). The crude was used without further 
20 purification (0.150 g, 99% yield): ES-MS (m/z) 697 [M+l] + . 

B. N-r3-(5-nH-1.2.4-Triazol-3-vl¥lH-mdazol-3-vl^henvl1-2-furvlcarboxarnide 

Hydrolysis was performed by stirring 2-furyl-N-(3-{l-perhydro-2H-pyran-2- 
yl-5-[l-(triphenylmemyl)(l,2,4-triazol-3-yl)](lH-indazol-3-yl)}phenyl)carboxamide (0.150 
25 g, 0.207 mmol) in 4 mL of 4.0 N commercial solution of HC1 in dioxane and 2 mL of 6.0 N 
aqueous HC1, at room temperature for 1 8 hours. The title compound was purified by 
preparative HPLC (15-80% acetonitrile in water) (0.050 g, 50% yield): 'H NMR (DMSO- 
d 6 ) 5 8.8 (s, 1H), 8.6 (s, 1H), 8.3 (s, 1H), 8.0 (d, 1H), 7.8-7.7 (m, 4H), 7.5 (t, 1H), 7.3 (d, 
IH), 6.6 (m, 1H); ES-MS (m/z) 371 [M+l] + . 



35 
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6.0N aqueous HC1, at room temperature for 18 hours. The title compound was purified by 
preparative HPLC (15-80% acetonitrile in water) (0.033 g, 46% yield) 'H NMR (DMSO-dg) 
5 13.5 (br s, 1H), 10.0 (s, 1H), 8.7 (s, 1H), 8.4 (br S> 1H), 8.3 (s, 1H), 8.1 (d, 1H), 7.8 (d, 
1H), 7.7 (d, 2H), 7.5 (dd, 1H), 4.06 (s, 2H), 3.4 (s, 3H); ES-MS (mlz) 349 [M+l] + . 

EXAMPLE 208 

SYNTHESIS OFN-[3-(5-( lH-l,2,4-TRIAZOL-3-YL)(lH-INDAZOL-3-YL))PHENYL]- 

2-PHENYLACETAMIDE 



10 



15 




20 



A - N-(3-n-perhvdro-2H-P wan-2-vl-5-ri-rtriDhenvlmemvl¥1.2.4-triazol-3-vninH- 
indazol-3-vl)>phenvD2-phenvIacetamide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]- lH-indazol-3-yl}phenylamine (0. 125 g, 0.207 mmol), in tetrahydrofuran (5 
mL), were added, phenyl acetyl chloride (0.049 g, 0.315 mmol, 0.025 mL) and triethyl amine 
(0.107 g, 1.06 mmol, 0.147 mL). The reaction mixture was stirred at room temperature for 
12 hours. After evaporation of the solvent, the residue was dissolved in 10 mL of ethyl 
25 acetate and was washed 3 times with water (5 mL). The crude was used without further 
purification (0.1 86 g, 99% yield): ES-MS (m/z) 721 [M+l] + . 

B - N-f3-f 5-f 1 H- 1 .2.4-Triazol-3-vnf lH-indazol-3-vmDhenvl1-2-phenvlacetamide 

Hydrolysis was performed by stirring N-(3-{l-perhydro-2H-pyran-2-yl-5-[l - 

30 (triphenylmetoyl)(l,2,4-triazol-3^ (0.186 g, 

0.207 mmol) in 4 mL of 4.0 N commercial solution of HC1 in dioxane and 2 mL of 6.0 N 
aqueous HC1, at room temperature for 1 8 hours. The title compound was purified by 
preparative HPLC (0.039 g, 48% yield): 'H NMR (DMSO-dfi) 5 13.4 (br s, 1H), 10.4 (s, 
1H), 8.7 (s, 1H), 8.4 (br s, 1H), 8.2 (s, 1H), 8.1 (dd, 1H), 7.7-7.6 (m, 3H), 7.5 (t, 1H), 7.4- 

35 7.2 (m,4H); ES-MS (m/z) 395 [M+l] + . 
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C. [ 3-(5-aH-L2.4-Triazol-3^^ 

Hydrolysis was performed by stirring (methylsulfonyl)(3- { 1 -perhydro-2H- 
pyran-2-yl-5 -[ 1 -(triphenylmethyl)( 1 ,2,4-triazol-3-yl)] ( 1 H-indazol-3-yl) }phenyl)amine (0. 1 40 
g, 0.205 mmol) in 4 mL of 4.0 N commercial solution of HC1 in dioxane and 2 mL of 6.0 N 
5 aqueous HC1, at room temperature for 18 hours. The title compound was purified by ' 
preparative HPLC (15-80% acetonitrile in water) (0.052 g, 71% yield): 'H NMR (DMSO- 
d 6 ) 5 13.5 (br s, 1H), 10.0 (s, 1H), 8.7 (s, 1H), 8.4 (br s, 1H), 8.1 (d, 1H), 7.9 (s, 1H), 7.7 
(dd, 2H), 7.5 (dd, 1H), 7.3 (d, 1H), 3.06 (s, 3H); ES-MS (m/z) 355 [M+l]\ 



10 EXAMPLE 207 

N-[3-(5<lH-l,2,4-TRIAZOL-3-^^ 

METHOXYACETAMIDE 




A. 2-Methoxv-N-(3- i 1 -perhvdro-2H-pyran-2-vl-5-r 1 -ftriphenvlmethyDf L2.4-triazol-3- 
yl)]£l H-inda2ol-3-vinphenvl)acetamide 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
25 triazol-3 -yl)] - 1 H-indazol-3 -yl } phenylamine (0.125 g, 0.207 mmol), in tetrahydrofuran (5 
mL), were added, 2-methoxy acetyl chloride (0.034 g, 0.315 mmol, 0.025 mL) and 
triethylamine (0.107 g, 1.06 mmol, 0.147 mL). The reaction mixture was stirred at room 
temperature for 12 hours. After evaporation of the solvent, the residue was dissolved in 10 
mL of ethyl acetate and was washed 3 times with water (5 mL). The crude was used 
30 without further purification (0.141 g, 99% yield): ES-MS (m/z) 675 [M+l] + . 



B. N-r3-f5-f 1 H- 1 .2.4-Triazol-3 - vft( lH-indazol-3-vmphenvlV2-meflioxvacetamide 

Hydrolysis was performed by stirring 2-methoxy-N-(3-{l-perhydro-2H- 
pyran-2-yl-5-[ 1 -(triphenylmeth^ 
35 (0.141 g, 0.207mmol) in 4 mL of 4.0 N commercial solution of HC1 in dioxane and 2 mL of 
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EXAMPLE 206 

SYNTHESIS OF [3-(5-(lH-l,2,4-TRIAZOL-3-YL)(lH-INDA20L-3-YL)) PHENYL] 

(METHYLSULFONYL)AMINE 



10 




A. 3-n-Perhvdro-2H-Pvran-2-vl-5-^ 
3-vllphenvl amine 

15 To a solution of 2-{3-bromo-5-[l (triphenylmethyOCl^^triazol-S-yOJ-lH- 

indazolyl}perhydro-2H-pyran (1.0 g, 1.69 mmol) in ethylene glycol dimethyl ether, (20 mL), 
3-amino phenyl boronic acid was added as a solid (0.393 g, 2.53 mmol), followed by [1,1- 
bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) (0.196 g, 0.169 
mmol), and potassium phosphate (1.79 g, 8.45 mmol). The reaction mixture was heated to 

20 reflux temperature of the solvent for 12 h. The crude reaction mixture was partitioned 

between ethyl acetate and water. The organic extracts were dried over NajSCXi. The desired 
product was isolated as a beige solid after column chromatography purification (Si0 2 , 25- 
50% ethyl acetate in hexanes) (0.801 g, 79% yield): ES-MS (m/z) 603 [M+l] + . 



25 B. (MethvlsulfonvlY3- 1 1 -perhvdro-2H-t)vran-2-vl-5-ri -ftriphenvlmethyDd .2.4-triazol- 

3-vWn H-mdazol-3-vlHphenvlamine 

To a solution of 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazol-3-yl}phenylamine (0.125 g, 0.207 mmol), in tetrahydrofuran (5 
mL), were added, methane sulfonyl chloride (0.036 g, 0.315 mmol, 0.025 mL) and triethyl 
30 amine (0.107 g, 1 .06 mmol, 0.147 mL). The reaction mixture was stirred at room 

temperature for 12 hours. After evaporation of the solvent, the residue was dissolved in 10 
mL of ethyl acetate and was washed 3 times with water (5 mL). The crude was used 
without further purification (0.140 g, 99% yield): ES-MS (mlz) 681 [M+l] + . 

35 
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EXAMPLE 205 
SYNTHESIS OF 5-{3-[4-(TRIFLUOROMETH^ 

1,2,4-TRIAZOLE 



10 




A. 5-(3-r4-(TrifluoromethvD^ - 

A mixture of 2-{3-bromo-5-[l-(triphenylmethyl)^ 

15 indazolyl}perhydro-2H-pyran (300 mg, 0.508 mmol), 4-trifluoromethylphenylboronic acid 
(144 mg, 0.758 mmol, 1.49 equiv.), [l,r-bis(diphenylphosphino)-ferrocene> 
dichloropalladium (IT) complex with dichloromethane (Aldrich), 41.5 mg (0.0508 mmol, 
0.100 equiv.), 2.53 roL of anhydrous DME, and powdered potassium phosphate (K 3 P0 4 , 
535 mg, 2.52 mmol, 4.96 equiv.) were refluxed for 5 days. The reaction was diluted with 

20 CH 2 C1 2 , washed with 2 x sat. aq. NaHC0 3 , dried (Na^CX*), filtered, and concentrated. The 
crude material was purified by silica gel using 30-40% EtOAc in hexanes. To the purified 
material was added 5.00 mL of MeOH, and 5.00 mL of 6.0 N aq. HC1 . The mixture was 
heated at 60°C for 24 h. The reaction mixture was filtered. The solid was further purified by 
silica gel chromatography using EtOAc affording the title compound (69.3 mg). Further 

25 purification by prep HPLC afforded the title compound (1 8.9 mg, 1 1 .3% yield): *H NMR 
(CDCI3/CD3OD) 6 8.74 (s, 1H), 8.41-7.97 (m, 4H), 7.78 (d, 2H), 7.66 (d, 1H); ES-MS 
(m/z) 330 [M+l] + . 



30 
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A. 5-(l-Perhvdro-2H-pvran-2-vl-5-f1-rtriphenvlmethvl¥1.2.4-tria2ol-3-vni-lH- 
indazol-3-vl} -2H-benzord1 1.3-dioxolene 

The title compound (168 mg, 52% yield) was prepared as described in 
Example 194 E using 3,4-(methylenedioxy)phenylboronic acid (134 mg, 0.808 mmol). ES 
5 MS (m/z) 632 [M+l] + . 

B. 5-r5-flH-1.2.4-Triazol-5-vn-lH-indazol-3-vn-2H-benzord11.3-dioxolene 

The title compound was prepared as described in Example 194 F using 5-{l 
. perhydro-2H-pyran-2-yl-5-[ 1 -(triphe 
10 benzo[d] 1 ,3-dioxolene (168 mg, 0.267 mmol). Further purification by HPLC afforded the 
title compound (7 mg, 9% yield): 'H NMR (DMSO-d 6 ) 6 13.35 (s, 1H), 8.64 (s, 1H), 8.07 
(d, 1H), 7.74-7.37 (m, 4H), 7.13 (d, 1H), 6.12 (s, 2H); ES-MS (m/z) 306 [M+l] + . 

EXAMPLE 204 

15 SYNTHESIS OF 4-(5-( 1 H- 1 ,2,4-TRIAZOL~5- YL)- 1 H-INDAZOL-3 -YL) 

PHENYLAMINE 



20 




NH 2 



25 A. 4-(5-flH-1.2.4-Triazol-5-vlVlH-indozol-3-vnphenvlaTnine 

The title compound was prepared as described in Example 1 84 B (40 mg, 
28% yield). 'H NMR (DMSO-d 6 ) 6 14.2 (m, 1H), 13.1 (br s, 1H), 8.60 (br s, 1H), 8.03 (d, 
1H), 7.8-7.5 (m, 4H), 6.71 (d, 2H), 5.33 (s, 2H); ES-MS (m/z) 277 [M+l] + . 



30 
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EXAMPLE 20? 

SYNTHESIS OF l-(5-(lH-l 5 2,4-TRIAZOL-5-YL)(lH-INDAZOL-3-YL))-4- 

(METHYLSULFDnJYL)BENZENE 



10 




A. 



A mixture of 4-methylthio-l-{l-perhydro-2H-pyran-2-yl-5-f 1- 
(tnphenjtodi^ (136 mg> ^ 

LOO mL CH 2 C1 2 , and 3-chloroperoxybenzoic acid (Aldrich, 77% purity, 48.1 mg, 0 214 
mmol based on 77% purity, 1 .00 equiv.) was stirred at room temperature for 30 minutes 
The reaction was diluted with EtOAc, washed with 2 x sat. aq. NaHC0 3 , dried (Na^O,), 
filtered, and concentrated. The crude concentrate was heated in 5.00 mL of MeOH and ' 
5.00 mL of 6.0 N aq. HC1 at 65°C for 17.5 h. The mixture was poured onto 6.0 N aq 
-0 NaOH and extracted with 2xEtOAc. The aqueous layer was neutralized to pH = 6.0 with 6 0 
N aq. HC1, and extracted with 2xEtOAc. The combined organics were dried (Na 2 S0 4 ), 
filtered, and concentrated. Purification by prep HPLC afforded the title compound (7 2 mg 
10.4% yield): 'H NMR (CDCl 3 /CD 3 OD) 6 8.78 (s, 1H), 8.45-7.98 (m, 4H), 7.86 (d 2H) 
7.72 (d, 1 H), 2.89 (s, 3H); ES-MS (m/z) 324 [M+l 1 + 

25 

EXAMPLE ?m 

SYNTHESIS OF 5-(5-(lH-l,2,4-TRIAZOL-5-YL)-lH-INDAZOL-3-YL)-2H-BENZO[D] 

1,3-DIOXOLENE 

30 



35 
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EXAMPLE 201 

SYNTHESIS OF 3-{3-[(l E)-2-(4-METHYLPHElSr^)VINYL]-lH-INDAZOL-5-YL} 

lH-l,2,4-TRIAZOLE 



10 




CH 3 



A. 2- (3-U 1 EV2-f4-Methvlphenvnvinvll-5-ri-rtriphenvlmethvna.2.4-triazol-3-vni- 
lH-indazovll perhvdro-2H-pvran 

15 The title compound was prepared according to the procedure described in 

Examplel94 using 2- {3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3-yl)]-lH- 
indazolyl}perhydro-2H-pyran (0.300 g, 0.508 mmol), in ethylene glycol dimethyl ether 
(5 mL), trans-4-mcthoxyphenylethenyl boronic acid (0.123 g, 0.762 mmol), [1,1'- 
bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) (0.059 g, 

20 0.051 mmol), and potassium phosphate (0.538 g, 2.54 mmol) (0.269 g, 84% yield): ES-MS 
(m/z)628 [M+l]\ 

B. 3-(3-rnEV2-(4-Methvlphenvnvmvl1-lH-indazol-5-vn-lH-1.2.4-triazole 

Hydrolysis was performed by stirring 2-{3-[(lE)-2-(4-methylphenyl)vinyl]-5 
25 [l-(triphenylmethyl)(l ,2,4-triazol-3-yl)]-lH-indazoyl}perhydro-2H-pyran (0.269 g, 
0.42 mmol) in 4 mL of 4.0 N commercial solution of HC1 in dioxane and 2 mL of 6.0 N 
. aqueous HC1, at room temperature for 6.5 hours. The title compound was purified by 
column chromatography (5% MeOH in dichloromethane) and isolated as a 97:3 ratio of 2 
isomers (0.103g, 81% yield): 'H NMR (DMSO-d 6 ) 5 8.8 (s, 1H), 8.6 (br s, 1H), 8.1 (d, 1H), 
30 7.6 (m, 3H), 7.5 (d, 2H), 7.0 (d, 2H), 2.34 (s, 3H); ES-MS (m/z) 302 [M+l] + . 



35 

s 
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EXAMPT.F200 

SYNTHESIS OF l-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3-YL))-4. 

(METHYLSULFONYL)BENZENE 



10 



A. 




CH 3 



4-Methylthio-l - { 1 -petfavdro-2H-pyrm-2-vl-5-n -ftrip h^vhnethvlYl ? ,4-tri a ™i_*. 
vmaH-inda7.ole-3-vin hen^n* 

The title compound was prepared as described in Example 194 E using 4- 
15 (methylthio)phenylboronic acid (169 mg, 1.01 mmol) (412 mg, 96.0% yield): ES-MS 
(m/z)634[M+l] + . 



B. 



1 -(5-(l H- 1 ,2,4-Triazol-5-vnn H-indazo1-3-vl)>-4 -f m ethvl S n1fon Y »>h^.,^ 0 
A mixture of 4-methylthio-l-{l-perhydro-2H-pyran-2-yl-5-[l- 
20 (triphenylmemyl)(l,2 5 4-triazol-3-yl)](lH-indazol-3-yl)}benzene (200 mg, 0.316 mmol), 
1.00 mL CH 2 C1 2 , and 3-chloroperoxybenzoic acid (Aldrich, 77% purity, 177 mg, 0.79 mmol 
based on 77% purity, 2.50 equiv.) was stirred at room temperature for 30 minutes. The 
reaction was diluted with EtOAc, washed with 2 x sat. aq. NaHC0 3 , dried (Na 2 S0 4 , filtered, 
and concentrated. The crude concentrate was heated in 5.00 mL of MeOH and 5.00 mL of ' 
6.0 N aq. HC1 at 65 °C for 17.5 h. The mixture was poured onto 6.0 N aq. NaOH and 
extracted with 2 x EtOAc. The aqueous layer was neutralized to pH = 6.0 with 6.0 N aq. 
HC1, and extracted with 2 x EtOAc. The combined organics were dried (Na^O,), filtered, 
and concentrated. Purification by prep HPLC afforded the title compound (10 mg, 9.4% ' 
yield): 'H NMR (CDCl 3 /CD 3 OD) 6 8.82-8.73 (m, 1H), 8.42-8.01 (m, 6H), 7.75-7.65 (m, 
30 1H), 3.18 (s,3H); ES-MS (m/z) 340 [M+lf. 



25 



35 
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B. 3- i 3-r(lEV2-f4-Chlorophenvnvinv11-lH-indazol-5-vn-lH-l .2.4-triazole 

Hydrolysis was performed by stirring 2-{3-[(lE)-2-(4-chlorophenyl)vinyl]-5- 
[l-(triphenylmethyl)(l,2,4-tria2ol-3-yl)]-lH-mdazoyl}perhydro-2H-pyran in 4mL of 4.0 N 
commercial solution of HC1 in dioxane and 2 mL of 6.0 N aqueous HC1, at room 
5 temperature for 6.5 hours. The title compound was purified by column chromatography (5% 
MeOH in dichloromethane) and was isolated as a 98:2 mixture of isomers (0.040 g, 56.6% 
yield): 'H NMR (DMSO-dg) 8 14.4, 14.0 (2s, 1H), 13.4, 13.3 (2s, 1H), 8.7 (m, 1H), 8.1 (m, 
2H), 7.8-7.4 (m, 7H); ES-MS (m/z) 322 [M+l] + . 

10 EXAMPLE 199 

SYNTHESIS OF 2-(5-(lH-l^,4-TRIAZOL-5-YL)-lH-INDAZOL-3- 

YL)BENZO[B]FURAN 



15 




20 

A. 2-( 5-( 1 H- 1 .2.4-Triazol-5-vlV lH-indazol-3-vDbenzorblfuran 

The title compound was prepared as described in Example 1 85 A using 3- 
benzo[d]mran-2-yl-lH-indazole-5-carboxamide (117 mg, 0.423 mmol). Further purification 
by prep HPLC afforded the title compound (83 mg, 65% yield): *H NMR (DMSO-d 6 ) 6 
25 13.70 (s, 1H), 8.86 (s, 1H), 8.15 (d, 1H), 7.76 (m, 3H), 7.51 (s, 1H), 7.42-7.29 (m, 3H); 
ES-MS (m/z) 302 [M+l] + . 



30 



35 
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(3 mL), trans-4-methoxyphenylethenyl boronic acid (0.067 g, 0.375 mmol), [1,1- 
bis(diphenylphospbino)-ferrocene] complex with dichloromethane (1:1) (0.030 g, 0.0254 
mmol), and potassium phosphate (0.269 g, 1.27 mmol) (0.105 g, 64% yield): ES-MS (m/z) 
644 [M+H] + . 

■ 

5 

B. 1 -mEV2-(5-n H-l .2.4-Triazol-3-vl¥(lH-indazol-3-v l^vinvll-4-methoxvbenzene 

Hydrolysis was performed by stirring l-((lE)-2-{l-perhydro-2H-pyran-2-yl- 
5-[l -(triphenylmethyl)(l ,2,4-triazol-3-yl)](lH-indazol-3-yl)} vinyl-4-methoxybenzene in 4 
mL of 4.0 N commercial solution of HC1 in dioxane and 2 mL of 6.0 N aqueous HC1 at room 
10 temperature for 6.5 hours. A mixture of 2 isomers was isolated after purification by 

preparative HPLC (3% of the minor isomer) (0.014 g, 17.4% yield) 'H NMR (DMSO-d 6 ) 8 
8.8 (s, 1H), 8.55 (s, 1H), 8.15 (d, 1H), 7.7 (t, 3H), 7.5 (d, 2H), 7.0 (d, 2H), 3.8 (s, 3H); ES- 
MS (m/z) 318 [M+l] + . 

15 EXAMPLE 198 

SYNTHESIS OF 3-{3-[(lE)-2-(4-CHLOROPHElSrn.)VINYL]-lH-INDAZOL-5-YL}- 

1H-1,2,4-TRIAZ0LE 



. H 




A. 2- 13-rCl EV2-f 4-ChlorophenvrwinvJl-5-r 1 -ftriph envlmethvl)( 1 -2.4-triazol-3-vm- 

1 H-indazovU perhydro-2H-pvran 

The title compound was prepared according to the procedure described in 

30 Example 194usmg2-{3-bromo-5-[l-(triphenylmethyl)(l,2,4-triazol-3-yl)]-lH- 

indazolyl}perhydro-2H-pyran (0.160 g, 0.27 1 mmol), in ethylene glycol dimethyl ether 
(3 mL), trans-4-chlorophenylethenyl boronic acid (0.074 g, 0.406 mmol), [1,1- 
bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) (0.031 g, 
0.027 mmol), and potassium phosphate (0.287 g, 1.35 mmol) (0.146 g, 83% yield): ES-MS 

35 (m/z) 648 [M+l] + . 
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8.1 (d, 1H), 7.7 (t, 3H), 7.5 (t, 1H), 2.1 (s, 3H); ES-MS (m/z) 319 [M+lf. 

EXAMPLE 196 

SYNTHESIS OF S-fS-CS-CHLOROPHENYLVlH-INDAZOL-S-YLJ-lH-l^^- 

TRIAZOLE 



10 




A. 5-r3-f3-QhlorophenvlVlH-indazol-5-vll-lH-1.2.4-tria7o1e 

The title compound was prepared as described in Example 189 B (55% 
15 yield). 'H NMR (DMSO-d,-) 5 13.7 (br s, 1H), 8.74 (s, 1H), 8.53 (br s, 1H), 8.13 (d, 1H), 
8.04-8.01 (m, 2H), 7.75 (d, 1H), 7.64 (t, 1H), 7.53 (d, 1H); ES-MS (m/z) 296 [M+l] + . . 

EXAMPLE 197 

SYNTHESIS OF l-[(lE)-2-(5-(lH-l,2,4-TRIAZOL-3-YL)((lH-INDAZOL-3- 
20 YL)) VINYL] -4-METHOXYBENZENE 



25 




30 

A. 1 -(( 1 EV2- 1 1 -Perhvdro-2H-pvran-2-vl-5-r 1 -(nip he nvlmethvlVl .2.4-triazol-3- 
ylYI( 1 H-indazole-3-vD } vmvl-4-methoxvbenzene 

The title compound was prepared according to the procedure described in 
Example 194 using 2-{3-bromo-5-[l-(triphenyhnethyI)(l^,4-triazol-3-yl)]-lH- 
35 indazolyl}perhydro-2H-pyran (0.150 g, 0.254 mmol), in ethylene glycol dimethyl ether 
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the reaction mixture was neutralized using aqueous sodium hydroxide (6.0 N) and the 
product was extracted with ethyl acetate. The extracts were dried under vacuum and 
dissolved in 5 mL of 6.0 N aqueous sodium hydroxide, side products extracted twice with 
diethyl ether. The aqueous phase was neutralized with 6.0 N HC1 and the product was 
5 extracted with ethyl acetate. The crude was purified by preparative HPLC (1 5-80% 

acetonitrile in water) (0.024 g, 40% yield): l H NMR (DMSO-cy 5 13.4 (br s, 1H), 8.7 (s, 
1H), 8.4 (br s, 1H), 8.1 (dd, 1H), 7.9 (d, 2H), 7.7 (d, 1H), 7.4 (d, 2H), 7.0 (d, 1H), 2.4 (s, 
3H); ES-MS (m/z) 276 [M+l] + . 



10 EXAMPLE 195 

SYNTHESIS OF N-[3-(5^1H-l,2,4-TRIAZOL-3-YL)-lH-INDAZOL-.3- 

YL)PHENYL]ACETAMTDE 



15 




20 

To a solution 3-{l-perhydro-2H-pyran-2-yl-5-[l-(triphenylmethyl)(l,2,4- 
triazol-3-yl)]-lH-indazole-3-yl}phenylamine (0.200 g, 0.63 mmol), in acetic acid (6.0 mL) 
was added acetic anhydride (0.178 mL, 1.89 mmol). The reaction mixture was heated to 
reflux temperature for 12 hours. Water was added (10 mL) and the mixture was neutralized 

25 with 2.0 N aqueous sodium hydroxide. The product was extracted with ethyl acetate and 
concentrated to dryness. The crude oil was dissolved in 4 mL of ethanol and treated with 4 
mL of commercial solution of hydrogen peroxide and 0.200 mL of 2.0 N aqueous sodium 
hydroxide. After 3 hours, the solvent was removed under reduced pressure. The resulting oil 
was dissolved in 5 mL of dimethoxy dimethyl foimamide acetal and the solution was heated 

30 to reflux temperature for 3 hours. The solvent was removed under reduced pressure and the 
residue was dissolved in 10 mL of acetic acid and treated with 1 mL of anhydrous hydrazine. 
The reaction mixture was heated to reflux temperature for 12 hours. After neutralization 
with aqueous sodium hydroxide (2.0 N), the crude was extracted with ethyl acetate and 
purified by preparative HPLC (15-80% acetonitrile in water) (0.040 g, 20% over 5 steps): 

35 ! H NMR (DMSO-d 6 ) 8 13.4 (br s, 1H), 10.1 (s, 1H), 8.7 (s, 1H), 8.4 (br s, 1H), 8.2 (s, 1H), 

- 176 - 



NSDOCtD: <WO 0210137A3_IA> 



WO 02/010137 PCT/USO 1/23890 

by filtration, washed with small portions of water, and dried in a vacuum oven (40 °C) (2.78 
g, quantitative yield): 'H NMR (CDC1 3 ) 6 8.3 (d, 1H), 8.1 (d, 1H), 7.6 (d, 1H), 5.7 (d, 1H), 
4.0 (m, 1H), 3.75 (m, 1H), 2.5 (m, 1H), 2.0 (m, 2H), 1.7 (m, 3H); ES-MS (m/z) 348 
[M+l] + . 

5 

D. 2- (3-Bromo-5-r 1 -CtriphenvlmethvlVl .2.4-triazol-3-vm-lH-indazolvl>T»erhvdro-2H- 
pvran 

To a solution of 2-(5-(lH-l,2,4-triazol-3-yl)-3-bromo-lH-indazoyl)perhydro- 
2H-pyran in 60 mL in dimethyl formamide, was added triphenylmethyl chloride (3.48 g, 12.5 

10 mmol), and triethyl amine (4.64 mL, 33.32 mmol). The reaction mixture was heated to 80°C 
for 12 hours. The solvent was removed under reduced pressure and the crude reaction 
mixture was partitioned between water and ethyl acetate. The oil resulting from evaporation 
of the extracts was purified by column chromatography (Si0 2 , 25 % ethyl acetate^in hexanes 
(2.90 g, 61% over 4 steps): *H NMR (CDC1 3 ) 8 8.3 (s, 1H), 8.2 (d, 1H), 7.9 (s, 1H), 7.5 (d, 

15 1H), 7.4-8.1 (m, 15H), 5.68 (dd, 1H), 4.0 (m, 1H), 3.75 (m 5 1H), 2.5 (m, 1H), 2.1 (m, 2H), 
1 .7 (m, 3H); ES-MS (m/z) 592 [M+2] + . 



E. 2-(3-(4-Methvlphen^ 
indazovl)perhvdro-2H-pvran 

20 To a solution of 2-{3-bromo-5-[l-(triphenylmethyl)(l 5 2,4-triazol-3-yl)]-lH- 

mdazolyl}perhydro-2H-pyran (0.150 g, 0.254 mmol), in ethylene glycol dimethyl ether 
(3 mL) was added 4-methylphenyl boronic acid (0.052 g, 0.381 mmol), [1,1- 
bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) (0.030 g, 
0.0254 mmol) and potassium phosphate (0.269 g, 1 .27 mmol). The reaction mixture was 

2$ heated to reflux temperature for 5 hours. The solvent was then evaporated to dryness and 
the residue was dissolved in 20 mL of ethyl acetate. The heterogeneous solution was washed 
3 times with 10 mL of water and once with 10 mL of brine. The organic layer was dried over 
Na2S0 4 and evaporated to dryness. The resulting brown solid was adsorbed on silica gel and 
purified by column chromatography (85:15 hexanes/ethyl acetate) to provide the title 

30 compound (0.130 g, 85 % yield): ES-MS (m/z) 602 [M+l] + . 

F. 3-r3^4-MethvlphenvlVlH-indazol-5-vn-lH-L2.4-triazole 

2- {3-(4-Methylphenyl)-5-[l-(^ 
indazoyl}perhydro-2H-pyran (0.130 g, 0.216 mmol) was dissolved in 4 mL of 4.0 N HC1 in 
3 ^ dioxane and 2 mL of 6.0 N aqueous HC1 were added. After 2 hours at room temperature, 
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EXAMPT.F 1Q4 

SYNTHESIS OF 3-PK4-MEIHYIlHENYL>m-lNDAZ(^YLHH-l^ 

TRIAZOLE 



10 




v — NH 



CH 3 



A. 



To a solution of 3-bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
carbonitrile (2.6 g, 8.48 mmol) in 20 mL of ethanol was added 20 mL of commercial 

^T^ hy ^ O8enPerOXide(30%) ^ ^^^^eous solution of sodium hydroxide 
(6.0 N). The suspension was heated to 50°C for 20 min. The reaction mixture was cooled 
down and neutralized with 6.0 N aqueous HC1. Further precipitation was observed upon 
addition of water (20 mL). The sohd was collected by filtration, washed with small portions 

20 im To - ° Ven at 4 °° C (26 8 ' 95% **° ' H ™* (CDC1 3> 8 8 -2 ft 

1H), 8.0 (d, 1H), 7. 7 (br s, 1H), 7.6 (d, 1H), 6.4 (br s, 1H), 5.7 (dd, 1H), 4.0 (m, 1H) 3 75 
(m, 1H), 2.5 (m, 1H), 2.0 (m, 2H), 1.7 (m, 3H); ES-MS (m/z) 276 [M+H] + . 

B. 



SEj^z^din ^ - P erhvdro-^-n^.,. y , q 

5-vmprop- 7.-en-l -one 

3-Bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carboxamide (2 6 g 
8.04 mmol) and the resulting solution was heated to 80°C for 2 hours. The solvent was' 
removed under reduced pressure to afford the title compound that was used without further 
purification: ES-MS (m/z) 379 [M+l] + . 



30 



C. 



^-(lH-l^^-Mazol-S-y O-l-bromo -lH-indaznvlVerhvdro-^H-p ^r, 

To a solution of (2E)-2-aza-3-(dimemylamino)-l-(3-bromo-l- P erhydro-2H- 
pyxan-2-yI(lH-indazol-5-yl))p rop -2-en-l-one in 25 mL of acetic acid was added 3 mL of 
anhydrous hydrazine. The solution was heated to 80°C for 0.5 hour during which the 
formation of a precipitate and discoloration were observed. Complete precipitation of the 
product was achieved upon addition of 50 mL of water. The title compound was collected 
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using 4 mL of 4.0 N HC1 solution in dioxane, and 4 mL of aqueous HC1 (6.0 N) at 60°C for 
2 hours added to 3-(3,4-dichlorophenyl)-l-perhydro-2H-pyran-2-yl-lH-indazole-5- 
carbonitrile (0.220 g, 0.69 mmol). The residue was dissolved in 4.0 mL of absolute ethanol 
and reacted with 4.0 mL of 30 % commercial hydrogen peroxide solution and 0.3 mL of 

5 6.0 N aqueous sodium hydroxide solution. The reaction mixture was heated to 80°C for 1 
hour. The intermediate was dissolved in 8 mL of dimemoxydimethyl formamide acetal and 
heated to reflux temperature of the solvent for 1 hour. Cyclization to the final compound 
was achieved by treating an acetic acid solution of the aniidine intermediate (10 mL) in the 
presence of 1 .0 mL of anhydrous hydrazine. The title compound was purified by preparative 

10 HPLC (0.030 g, 13% yield over 4 steps): 'H NMR (DMSO-d^) 8 8.7 (s, 1H), 8.4 (br s, 1H), 
8.2 (d, 1H), 8.1 (d, 1H), 8.05 (d, 1H), 7.8 (d, 1H), 7.7 (d, 1H); ES-MS (m/z) 331 [M+ 1 ] + . 

EXAMPLE 193 

SYNTHESIS OF 3-(5-(lH-l,2,4-TRIAZOL-5-YL)-lH-INDAZOL-3- 
15 YL)BENZO[B]TfflOPHENE 



20 




25 



30 



A. 3-( 5-( 1 H-l ^ ^-triazol-S-vlVlH-indazol-S-vDbenzorblthioohene 

The title compound was prepared as described in Example 1 85 A using 3- 
benzo[b]tmophen-3-yl-lH-indazole-5-carboxarnide (112 mg, 0.382 mmol). Further 
purification by prep HPLC afforded the title compound.(32.3 mg, 26.7% yield): 'H NMR 
(DMSO-d 6 ) 8 13.60 (s, 1H), 8.85 (s, 1H), 8.45 (br, 1H), 8.18-8.11 (m, 2H), 8.07-7.98 (m, 
2H), 7.75 (d, 1H), 7.50-7.48 (m, 2H); ES-MS (m/z) 318 [M+l] + . 



35 
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using 5 mL of 4.0 N HC1 solution in dioxane, and 2.5 mL of aqueous HC1 at 60 °C for 2 
hours added to 3-(3-aminophenyl)- 1 -perhydro-2H-pyran-2-y 1 - lH-indazole-5-carbonitrile 
(0.220g, 0.69 mmol). The reaction mixture was neutralized with 2.0 N aqueous sodium 
hydroxide and extracted with ethyl acetate. After evaporation of the solvent, the residue was 

5 dissolved in 4.0 mL of absolute ethanol and reacted with 4.0 mL of 30% commercial * 
hydrogen peroxide solution and 0.2 mL of 6.0 N aqueous sodium hydroxide solution. The 
reaction mixture was heated to 45 °C for 2 hours. After neutralization and extraction in ethyl 
acetate, the intermediate was dissolved in 10 mL of dimethoxydimethyl formamide acetal and 
heated to reflux temperature of the solvent for 2 hours. After evaporation of the solvent, the 

10 final cyclization was performed by treating a solution of the precursor in acetic acid (5 mL), 
with 1 mL of anhydrous hydrazine at 80 °C for 2 hours. The title compound was purified by 
preparative HPLC (0.01 1 g, 5% yield over 4 steps): l H NMR (DMSO-d 6 ) 13.4 (br s, 1H), 
10.1 (s, 1H), 8.7 (s, 1H), 8.2 (s, 1H), 8.1 (d, 1H), 7.7 (t, 3H), 7.5 (t, 1H); ES-MS {m/z) 319 
[M+H] + . 



15 



20 



EXAMPLE 192 

SYNTHESIS OF 3-[3-(3,4-DICHLOROPHENYL)-lH-INDAZOL-5-YL]-lH-l,2,4- 

TRIAZOLE 




25 

A. 3 -(3 .4-dic hlorophenvl V 1 -perhvdro-2H-pvran-2-vl- 1 H-indazole- 5 -carbonitrile 

The title compound was prepared according to the procedure described in 
Example 184 using 3-bromo-l-perhydro-2H-pyran-2-yl-lH-indazole-5-carbonitrile (0.300 g, 
0.98 mmol), in ethylene glycol dimethyl ether (10 mL), 3,4-dichlorophenyl boronic acid 
30 (0.279 g, 1.46 mmol), [l,l f -bis(diphenylphosphino)-ferrocene] complex with 

dichloromethane (1:1) (0.13 g, 0.098 mmol), and potassium phosphate (1.03 g, 4.9 mmol) 
(0.249 g, 74 % yield): ES-MS (m/z) 372 [M+l] + . 

B. 3-f3-(3 .4-Dichlorophenvn-lH-indazoU5-vn-lH-1.2.4-triazole 

35 The tetrahydropyran protecting group was removed under acidic conditions 
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EXAMPLE 190 

SYNTHESIS OF 5-(3-(2-NAPHTHYL)-lH-INDAZOL-5-YL)-lH-l,2,4-TRIAZOLE 




10 

A. 5-(3-f2-NaphthvlVlH-indazol-5-vn-lH-1.2.4-triazole 

The title compound (79.3 mg, 55.4% yield) was prepared as described in 
Example 185 A using 3-(2-naphthyl)-lH-indazole-5-carboxamide (132 mg, 0.459 mmol). 'H 
NMR (DMSO-d 6 ) 5 13.4-13.2 (m, 1H), 1 1 .99 (s, 0.42H, partial NH), 9.67-8.50 (m, 3H), 
15 8.22-7.97 (m, 5H), 7.79-7.67 (m, 1H), 7.64-7.55 (m, 2H); ES-MS (m/z) 312 [M+l] + . 

EXAMPLE 191 

SYNTHESIS OF 3-(5-(lH-l,2 : .4-TRIAZOL-3-YL)-lH-INDAZOL-3-YL) 

PHENYLAMJNE 

20 



H 




25 

A. 3-(3-Aminophenvl)-l-perhvdro-2H-pwan-2-vl-lH-indazole-5-carbonitrile 

The title compound (0.420 g, 81 % yield) was prepared according to the 
procedure described for compound 184, using 3-bromo-l-perhydro-2H-pyran-2-yl-lH- 
indazole-5-carbonitrile (0.500 g, 1.63 mmol), in ethylene glycol dimethyl ether (10 mL), 3- 
30 aminophenyl boronic acid (0.380 g, 2.45 mmol), [l,r-bis(diphenylphosphino)-ferrocene] 
complex with dichloromethane (1:1) (0.188 g, 0.16 mmol), and potassium phosphate (1.72 
g, 8.15 mmol): ES-MS (m/z) 319 [M+H]\ 

B. 3-f5-flH-1.2.4-Triazol-3-vlVlH-indazol-3-vnphenvlamine 

35 The tetrahydropyran protecting group was removed under acidic conditions 
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EXAMPLE 189 

SYNTHESIS OF 3<5KlH-l,2ATRIAZOL-3-YL)-lH-INDAZOL-3-YL)THIOPHENE 



5 




H 



A. l-Perhvdro-2H-pvran-2-vl-3-f3-thienvlVlH-in dazole-5-carbonitrile 

10 The title compound was prepared according to the procedure described for 

compound 1 84, using 3-bromo-l-perhydro-2H-pyran-2- yl-lH-indazole-5-carbonitrile (0.300 
g, 0.98 mmol), in ethylene glycol dimethyl ether (10 mL), 3-thiophene boronic acid (0.450 g, 
1.47 mmol), [l,l'-bis(diphenylphosphino)-ferrocene] complex with dichloromethane (1:1) 
(0.1 13 g, 0.098 mmol), and potassium phosphate (1.04 g, 4.9 mmol) (0.159 g, 52 % yield): 

15 ES-MS(m/z)310 [M+H] + . 

B. 3-C5-C 1H-1.2 .4-Triazol-3-vlV 1 H-ind azol-3-vnthiophene 

Hydrolysis of 1 -perhydro-2H-pyran-2-yl-3-(3-thienyl)-lH-indazole-5- 
carbonitrile (0.159 g, 0.51 mmol) l-perhydro-2H-pyran-2-yl-3-(3-thienyl)-lH-indazole-5- 

20 carboxamide using hydrogen peroxide (30% commercial solution, 5.00 mL) and aqueous 
sodium hydroxide (6.0 N, 0.400 mL) did not result in satisfactory conversion after 1 8 hours 
at 45 °C. So the reaction mixture was submitted to THP hydrolysis conditions (4.0N HC1 in 
dioxane, 5 mL, and 6.0 N aqueous HC1, 5 mL; 60°C, 4 hours) before performing the 
conversion of the nitrile intermediate to the primary amide (4 mL of 30% hydrogen peroxide, 

25 0.2 mL of 6.0 N aqueous sodium hydroxide, 50°C, 2 horns). Precipitation of the 

intermediate was induced by addition of water. 3-(3-thienyl)-lH-indazole-5-carboxamide 
was converted to (2E)-2-aza-3<dimemylamino)-l-(3-(3-Thienyl)(lH-indazol-5-yl))prop-2- 
en-l-one upon heating a N,N-dimethyl formamide dimethyl acetal (10 mL) to reflux 
temperature. Cyclization to the final compound was achieved by treating an acetic acid 

30 solution of amidine intermediate (10 mL) with 1 .0 mL of anhydrous hydrazine at reflux 
temperature for 2 hours. After aqueous work-up, the title compound was purified by 
preparative HPLC (15-80% acetonitrile in water) (0.012 g, 9% yield over 4 steps): 'H NMR 
(DMSO-d 6 ) 8 13.3 (br s, 1H), 8.7 (s, 1H), 8.4 (br s, 1H), 7.75-8.1 (m, 2H), 7.7-7.6 (m, 4H); 
ES-MS (m/z) 268 [M+H] + . 



-170- 



JSDOC1D: <WO 02101 37A3JA> 



WO 02/010137 



PCT/USO 1/23890 



EXAMPLE 185 

SYNTHESIS OF {2-[4-(5-(lH-l ,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3 

YL))PHENOXY]ETHYL} DIMETHYLAMINE 



10 




CH 3 



A. (24445-flH-1.2.4-Triazol-5-vl¥lH-indazol-3-vBVhenoxv1ethvlMimethvlamine 
15 A mixture of 3-{4-[2-(dimethylamino)ethoxy]phenyl}-lH-indazole-5- 

carboxamide (79 mg, 0.243mmol) and N,N-dimethy]formamide dimethyl acetal (10.0 mL, 
75.3 mmol, 310 equiv.) was heated at 93 °C for 3 h and then concentrated. To the ... -kt : 

concentrate was added 4.0 mL of glacial acetic acid (AcOH), and anhydrous hydrazine 
(204 mg, 6.36 mmol, 26.2 equiv.). The mixture was heated at 93 °C for 3 h and 
20 concentrated. The residue was partitioned between EtOAc and 6.0 N aq. NaOH and the -\ 
layers separated. The aqueous layer was extracted with 2 x EtOAc and then the pH adjusted ^> 
between 10-1 1 with 6.0 N aq. HC1 to give maximum cloudiness. The mixture was extracted •'- 
with 3 x EtOAc. The combined organics were dried (NajSOJ, filtered, and concentrated to 
afford the title compound (73.3 mg, 86.5% yield): 'H NMR (DMSO-d 6 ) 6 14.20 (br s, 1H), 
25 13.30 (br s, 1H), 8.65 (s, 1H), 8.37 (br s, 1H), 8.07 (d, 1H), 7.96 (d, 2H), 7.65 (d, 1H), 7.15 
(d, 2H), 4.14 (t, 2H), 2.67 (t, 2H), 2.24 (s, 6H); ES-MS (m/z) 349 [M+lf. 



30 



35 
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EXAMPLE 186 

SYNTHESIS OF 3-(5-(lH-l,2,4-TRIAZOL-5-YL)-lH-INDAZOLO-YL)FURAN 



H 



5 




10 A. S-rS-dH-l^^-Triazol-S-vlVlH-indazol-S-vltfuran 

The title compound was prepared as described in Example 184 B to provide 
the title compound (60 mg, 55% yield). 'H NMR (DMSO-d 6 ) 6 14.2 (m, 1H), 13.3 (br s, 
1H), 8.59 (br s, 1H), 8.45 (br s, 1H), 8.10 (br s, 1H), 8.07 (br s, 1H), 7.88 (s, 1H)^7.67 (m, 
1H), 7.06 (br s, 1H); ES-MS (m/z) 252 [M+l] + . 

15 

EXAMPLE 187 

SYNTHESIS OF l-(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3-YL))-4- 

METHOXYBENZENE 




25 - °-CH 3 

A. l-(5-(lH-1.2.4-triazoI-5-vlVlH-indazol-3-vDV4-methoxvbenzene 

The title compound was prepared as described in Example 185 A using 3-(4- 
memoxyphenyl)-lH-indazole-5-carboxamide (200 mg, 0.748 mmol) to provide the title 
30 compound (166 mg, 76.1% yield): 'H NMR (DMSO-d 6 ) 6 13.6 (br s, 1H), 8.73 (s, 1H), 
8.22 (s, 1H), 8.05 (d, 1H), 7.95 (d, 2H), 7.63 (d, 1H), 7.13 (d, 2H), 3.84 (s, 3H); ES-MS 
(m/z) 292 [M+l] + . 



35 
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A. 4-(5-nH-1.2.4>tria2ol-5-vlVlH-indazQl-3-vnt>henol 

A mixture of 3-(4-hydroxyphenyl)-lH-indazole-5-carboxamide (100 mg, 
0.425 mmol) and N,N-dimethylformamide dimethyl acetal (10.0 mL, 75.3 mmol, 177 equiv.) 
was heated at 90 °C for 3 h. The reaction mixture was separated from some dark residue via 

5 pipet and concentrated. To the concentrate was added 20 mL of glacial acetic acid (AcOH), 
and anhydrous hydrazine (357 mg, 11.1 mmol, 26.1 equiv.). The mixture was heated at 
90 °C for 2 h. Water (50 mL) was added to the mixture, and the acetic acid was removed on 
a rotary evaporator. The remaining mixture was extracted with EtOAc. The combined 
organics were dried (Na^C^) and purified by prep HPLC to afford the title compound (1 1 .4 

10 mg, 9.7% yield): *H NMR (DMSO-d 6 ) 6 13.25 (br s, 1H), 9.70 (br, 2H), 8.64 (s, 1H), 8.42 
(br s, 1H) 8.05 (d, 1H), 7.83 (d, 2H), 7.65 (d, 1H), 6.95 (d, 2H); ES-MS (m/z) 278 [M+l] + . 

EXAMPLE 183 

SYNTHESIS OF [4«(5-(lH-l,2,4-TRIAZOL-5-YL)(lH-INDAZOL-3- 
1 5 YL))PHENYL]DIMETHYLAMINE 



20 




A. r4^r5-(lH>L2.4-Triazol-5-vl¥lH-indazole-3-vmnhenvl1dimethvlamin^ 
25 A mixture of 3-[4-(dimethylamino)phenyl]-lH-indazole-5-carboxamide 

(60 mg, 0.214 mmol) and N,N-dimethylformamide dimethyl acetal (10.0 mL, 75.3 mmol, 
352 equiv.) was heated at 93 °C for 4.5 h and then concentrated. To the concentrate was 
added 4.0 mL of glacial acetic acid (AcOH), and anhydrous hydrazine (180 mg, 5.62 mmol, 
26.3 equiv.). The mixture was heated at 93 °C for 3 h and concentrated. The residue was 
30 partitioned between EtOAc and 6.0 N aq. NaOH and the layers separated. The aqueous layer 
was extracted with 2 x EtOAc and then the pH adjusted between 10-11 with 6.0 N aq. HC1. 
The resulting precipitate was collected by filtration, washed with H 2 0, and dried in a vacuum 
oven to afford the title compound (191 mg, 29.3% yield): *H NMR (DMSO-d 6 D 2 0 
containing one drop of aqueous HC1) 6 9.30 (s, 1H), 8.89 (s, 1H), 8.27 (d, 2H), 8.12 
35 (d, 1H), 7.96-7.88 (m, 3H), 3.29 (s, 6H); ES-MS (m/z) 305 [M+l] + . 
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EXAMPLE 184 

SYNTHESIS OF 3-[3-((lE)-2-PHENYLVE^ 

TRIAZOLE 




10 

A- 3-(('lE)Q-PhcnvlvinvlVl-perhvdro^^ 

The synthesis of the title compound was performed as described in 

Example ISO. 

15 B. 3-r3-« 1 E V2- PhenvlvinvlVlH-indazol-S>vn-lH-L2^triazo1e 

Compound 3-((l E)-2-phenylvinyl)- 1 -perhydro-2H-pyran-2-yl- 1 H-indazole-5- 
carbonitrile (0.126 g, 0.38 mmol) was suspended in 2.50 mL of ethanol and 0.10 mL of 
water. To this suspension, hydrogen peroxide (30% commercial solution 3.40 mL), and 
aqueous sodium hydroxide (6.0 N, 0.320 mL) were added. The reaction mixture was heated 

20 to 45 °C for 14 hours. Acidification of the reaction mixture with aqueous hydrogen chloride 
(6.0 N) to pH 5 resulted in the formation of a white precipitate that was filtered and washed 
with small portions of water. The product was dried under vacuum. The solid was dissolved 
in N,N-dimethyl formamide dimethyl acetal (20 mL) and heated to reflux temperature for 2 
hours. The white solid formed upon addition of 5 mL of water, was collected, washed with 

25 water and dried overnight in a vacuum oven. The solid was dissolved in 20 mL of acetic acid 
and 1.5 mL of anhydrous hydrazine was added. The solution was heated to 80 °C for 12 
hours resulting in the formation of the triazole substituent as well as deprotection of the 
indazole nitrogen. Solvents were removed under reduced pressure and the title compound 
was isolated after purification by preparative HPLC (0.040 g, 36% yield over 4 steps): l H 

30 NMR (DMSO-d 6 ) 6 8.8 (s, 1H), 8.5 (s, 1H), 8.0 (dd, 1H), 7.7 (d, 2H), 7.6 (d, 1H), 7.55 (d, 
1H), 7.5 (d, 1H), 7.4 (t, 1H), 7.3 (t, 1H); ES-MS (m/z) 288 [M+l] + . 



35 
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